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(57) Abstract: [PROBLEMS] To provide a novel compound which inhibits 
the generation of AGB and an AGE generation inhibitor containing the com- 
pound. [MEANS FOR SOLVTNO PROBLEMS] The compound is one repre- 
sented by the following formula or a pharmaceutically acceptable salt thereof 
Also provided are a medicinal composition containing the compound or salt 
and an additive composition containing the compound. 
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o 

OH 




(IV) 



[0043] ^(IV)c|3(c*3V^X. R^{i;!k^i^^^, ^^M^^^l;6^blO(DT/l^^/l^^. 

6 

TfV^Jivm. =hoS. ->r/S. -OR , -COOR , Xft-CONR R 

7 7 7 8 

6 

7 8 

[0044] mm^h^(Dmk^m.. y li^i^-g-. -co-, x«-so -^^l. 

3 2 
3 2 
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6 

I 1 

(iv)f fc:j3v^T. Y ;as^i^'^sr*-rHfi^^b^«^. xti't(Dmm^hxffmLmm 

3 

[0045] ^(IV)tf {-:fev ^T. R Tf)^:^mm'¥-Xh'0 . A t^-^m'^Xh'O. A ii^^^uyxm. 

I 1 2 

3 3 2 

112 3 

^m^X^^. A m^i'f-UyXh^. ^^OR i)U-hVyj\^:tvyaL::^/Vm%:^UX\t 

3 2 

R i^Tkmm^Xh*). A im^^^Xh^. A i)^:^^\y>Xh*). nmoXh^, Y i)^ 

112 3 
3 2 

R ^o^jic^is^^Tfco. A a^^i^^xhv. A t^/^u^'xm. nmxM, Y 

112 3 
3 2 

R i!)^:^mm^Xm. A iWW^Xh'O. A idM^VVCfelJ, nii^OXh^. Y i)^ 

112 3 

Wf^'^Xh'O. A /6WW^T**)«9. ;6^oR i!)^2, 3. 4. 5, 6-^^^7/V;rn7a:=/V 

3 2 

R /i^Tk^Mi^-Cfe?)^ A a^mi^^Xh^^ A ;5WW>'-Cfc?). n:6So-efc»), Y R 

112 3 

T^A amW^Xh*), d^oR ;55-<v^/^^;Sr^L;3l{* 

3 2 
112 3 

^^^^xh^. A m^uyxh'O. ;5^or m-t-'f^jvyzr.=^/vm^mL;X\t 

3 2 

R ;5^;i^^JI^^T*fel9. A a^^^^xm. A a^/^UlyXh'O. nif)^OXh<0. Y 

112 3 

3 2 
112 3 
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it 

112 3 

3 2 
112 3 

3 2 
112 3 

3 2 

R f)^yi(.mm^xh^^ A am^-^xh^, a i)^:^^\^i^xm^ nmxh^. y r 

112 3 

t^A ii^m^^xm. ji^oR ;6sy^;vS^^L;X« 

3 2 
1.1 2 3 

3 2 

R fi^T^^mui-xm, A t^m^^xh^. a i)^:^f-v>xm. ntwh^, y r 

112 3 
3 2 

So 



[0046] Mb6] 



o 



A2 



(V) 



[0047] ^(V)"4J tC:j3V R tt^^Jgi^. ^^^ig^-icl^^blOOT/V^/VS. ^^i^i^ 



. A RTiA fi^MMmzm^^^. ximmm^f-miii^hecDT/v^uiym^m 

1 2 

L. R ^^ryS. XtH-V -a -R nmii^^4(D^m^MU Y 

5 2 3 2 2 



wo 2005/073180 



18 



PCT/JP2004/019512 



-0-. -NR -CONR -NR CO- -NR COO-. -NR C 

3 3 3 3 3 

ONR -NR SO 3?.f*-NR SO NR -^^L. 

4 3 2 3 2 4 

6 

/May:/. T/v^>'VS. =^h^M. vryx, -or , -coor . x«-conr r 

7 7 7 8 

6 

[0048] R RXfR it^MflTJl^^JVm. T/^^^/vm. T])—/\-m. -^XPTy-/VS. 

7 8 

*^5^ri. ^(V)f l^M^r. A f)^^^ui^^mu R ;557K^l^i^T'S>5, 

2 6 

[0049] ^(V) ti*3V . R iO^TK^lg^^^L, A ;6S^^^€r^L. R ^hnS. -MR 

1 15 9 

R . Xfi-OR ^^U R ^tm (*^tLm-Y-R ^^U Y {i^i^-g-. -CO 

10 9 9 10 4 11 4 

-COO- -CONR X{*SO -Sr*U R RXM l^^fl^iim^LK^m 

12 2 11 12 

Pd^^)M«tifcST*fcS({fiLR t^-OR ^:mU R :6S-Y R ^mu Y :55oSr^L 

5 9 9 4 11 4 

11 

[0050] ^(V)cf {JliSV ^T. R :657K5gM^-^fc«9> A t^l^^Xhy}. A ;$M^V>'-efc«5. 

1 12 

nTi^O^^h^. R ;5^-Y -A -R ^^L. Y /i^-NR CO-Tfet9. R i'^TK^W.^X^h^ 

5 2 3 2 2 3 3 

3 2 

112 5 

Y -A -R Y ;65-NR CO--efe9. R t)^:^mm^Xh^. A ;55^i^^-efc«? 

2 3 2 2 3 3 3 
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2 

112 5 

Y -A -R Y }05-NR CO-xm. R ;5^*^Jgi^-eS>«9. A ;S)5#Jg-a'X'fe«9 

2 3 2 2 3 3 3 

2 

R ;iS7fc^m^T'fe«9. A ^^m^^Xh*). A t^^^Ul^Xh^. nmxh^^ R 

I 1-2 5 

Y -A -R ^^L. Y ;65-NR CO-Xh\). R ^^^ic^i^i^-Cfc?), A dS^j^-a-T**)!? 

2 3 2 2 3 3 3 

2 

[0051] R ;d>;!K^i^i^-Cfcl9. A i^m^^^Xh'O. A ^^;<^U>X-hV. nmxh^. R i!)^- 

112 5 

Y -A -R Sr^U Y /&S-NR CO-Xh\). R JJ^Tk^Mi^-Cfc^. A ;6M^WT*fc 

2 3 2 2 3 3 3 

2 

R ;557f<:^j!gi^-efc«3. A -d^mm-B-xh^. A ifi^^^v^xm^ nmxm. r t^- 

112 5 

Y -A -R ^^L. Y ;5^-NR SO -Xm. R ti^ii^mU^Xm. A t^m^-^Xh 

232 232 3 3 

2 

R ;657K^iS^-efc«3. A nwrn^xm^ A t^:^'^\yvxm. nmxh'o. R 

112 5 

Y -A -R ?:^L. Y ;6S-NR CONR -Xh^. R m^R i>^ii^MW.^Xh^. A %^ 

232 234 34 3 

2 

R :^^A^lI^^-e^!>l9. A d5^;g^-efct9. A ;6Mf-V'>'-efe'9. nd^0-Cfo<9. R /i^- 

II 2 5 

Y -A -R Y ;6S-NR COO--efet). R i)>i^mU^Xm. A t^^^^X 

2 3 2 2 3 3 3 

2 

[0052] R /0S;!K5^MT-T'fe«9. A /J^^ife-g-t^fet). A ;^WV'VT'fc«9. n;65o-efc«9. R 

112 5 

Y -A -R ^^L. Y ifi-NR CONR --efcl9. R ti^l^MW^^Xm. A i>>M.1^^ 

232 234 3 3 

xm. t^^R AxfR i}^)^^7vm^m^;x\t 

2 4 

R ii^i^mm^xm. a nm^-^xm. a i)^:^^ui^xm. nt^oxm. r 

112 5 

Y -A -R ^^L. Y ;6S-NR -T'fe<9. A ^S^jg-^T'^b!?. d^oR RXM i)^Zfti}f 

232 23 3 23 

112 5 

Y -A -R €r*U Y ;6S-NR -T^&O. A ;aM^v:^-efcl9. R /6S7K^M-7--e&«9. 

2 3 2 2 3 3 2 
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1 1 2 

5 

[0053] R ^>yzti=-Jl-mX-hV ^ A d^pJf^U-VT-fc?) . A H^/^UyX^h*) . nt^OXh'O s 

I 1 2 

R^;0S=hi3S^^L;3l{i 

1 12 

;«i^oR^;55=hPS^^L;X{t 

1 1 2 

1 12 

5 

[0054] R }i52-ypt:VvS-efc?). A ^i^^jg-a-Cfel?, A ifi:^=f-]yl^Xh^ . nt^OXm. i)> 

1 1 2 

OR ;6Sc^hPS^^L;3lf4 

5 

1 12 

5 

1 1 2 

5 

112 5 

Y -A -R Y il^-O-Xh^. A ■h^^^WXh'O. ;6^0R fi^Ar-y :s.:^)Vmc 

2 3 2 2 3 2 

[0055] R ;6S7K^J®^^-efc'9. A A ;6M^W>"efci9. n;iSo-efc'9. R 

112 5 

Y -A -R ^I^L. Y 1i^-0-Xm. A li^m^^Xm. ;6^oR ^^T^ntW^^^L 

2 3 2 2 3 2 

112 5 

Y -A -R Sr^L. Y /aS-o--Cfc?), A jas^J^^l^^-eS?!?. ii^^R li^'^lV-^^yy-A- 

2 3 2 2 3 2 

1 1 2 ,6 

Y -A -R ^^L. Y ;6SH>--efc«?. A t^m^^XW. ;6>oR dsy^/vSSr^L; 

2 3 2 2 3 2 
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112 5 

Y -A -R ^mu Y i^-o-'ch^. A ^^^R ^^-o^j^m^m 

2 3 2 2 3 2 

[0056] R ;5S^^Jg->-efc«9. A ;6S^;g^-efe>9. A dM^^'W^'-CfcO. n:55o-efet), R 

112 5 

Y -A -R ^*L. Y a^-O-X-m, A ■d^:^^uyxh^, t^^R i)H-:7/V:tny:r. 

2 3 2 2 3 . 2 

112 5 

Y -A -R Y ;5^-0-l?fct), A ;i^oR 7!)^^y^uy-2- 

2 3 2 2 3 2 

112 5 

Y -A -R Y t^-O-Xh^. A m^UlyXh'O. ii^^R -b^^-^nxxyzt-zz. 

2 3 2 2 3 2 

112 5 

Y -A -R trMU Y ;6S-o--r'fcD. A ;5S^5^l^>'T'fe«?. /5>oR ;6S4-hy7/V;^-ci^ 

2 3 2 2 3 2 

[0057] R d57K^igi^-efe<9. A ^S^^-^trfef^, A >6M^l/>-Cfef9. n^^OXh'O. R m- 

112 5 

Y^-A -R^^^L, Yj)^-O-Xh'0. At^^^^^l^l^m, i)^-oRi)^2^ 3, 4. 5, 6- 

112 5 

Y -A -R 5r«L, Y ii^-O-Xm, A f)^:^f'Ul^Xm. 36^0R d54-t-:/^/V7rt 

2 3 2 2 3 2 

112 5 

Y -A -R ;lr^L. Y ^5-0--efe?), A t^^R dS2-lf :7ai=/W 

.2 3 2 2 3 2 

112 5 

Y -A -R ^^L. Y ifi-O-Xm. A ti^:^^Ul^XhX). t^^R t^A-^^V'^y zi^:^ 

2 3 2 2 3 2 

[0058] R A ii^m^^Xh^. A ;6M^^:^-efe«9, ni&So-Cfct)^ R Is^- 

112 5 
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2 3 2 2 3 2 

112 S 

Y -A -R ^*L. Y i)^-0--^h*). A >5Sp{^^V-efc?). ^^OR ^54— >Ty:73i:^ 

2 3 2 2 3 2 

[0059] Mb?] 

o 




(VI) 



[0060] ^(Vl)cti{c*5v m:. R «7Ki^J^^^. ^5^1^i^^l;6^e>lOCDT/v^/v«. ^mm'f' 

1 

1 2 
2 

Y {i^s^-g-, Xft^/vxi^^/i-S^r^L, Y {i^ij^-g-, -co- -coo- CONR 

5 6 4 

. xit-so -^mu 

2 

3 4 
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[0061] $6>{c, ^i§Bj{i, rmomm-r^^vDfDmmt^m. xft^<DmmtLxm 

1 12 
5 6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

[0062] R i)>7i<.mm^xh^. A i)m^^Xh*). A i)^:i^^uyxh^, Y i!)^:iUjU^^/vm 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

[0063] R mykmmi-Xh'O . A dS^^-g-T-fet) . A t^:J^i^uyXh'0 . Y 

1 12 5 
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1 12 5 

6 3 2 

1 12 5 

6 2 3 

1 12 5 

6 3 2 

[0064] R t^imU.=i''^^'0 . A ;65^i^'^-efe«5 , A d^^if^ . Y ;6S;(7/P:^1":=^7VS 

I 1 2 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6-3 2 
1 12 5 

6 3 2 

[0065] R il)^:^mm^Xh*). A Tfi^mW-^Xh^, A ;65:/otV>'-efc«9. Y H^m^^Xh 

1 12 5 

•9. Y dS-CO--Cfe«9. R t^T^mm^Xh^. ;5^oR d54--bn-<>'i^/WS%^L; 

6 3 2 

1.1 2 5 

6 3 2 

1 12 5 

6 3 2 

R 7!)^7kmB.l'Xh'0.A7!)^^^^^Xh^. A ii^ytm'U^Xh'O. Y ;55¥^'^T'fe 

1 12 5 

6 3 2 
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[0066] R ^^yi<.mm^X-h^, A i)^m^^^X^m. A f)^>^tHi'U>Xh^^ Y a^^^^^h 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

[0067] R i)>7kmm^x^h'o. A mmi^^-chv. a d^^ntv>r-$>t). Y ^^m^^xh 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

R ^^7i(.mm^xh'o. A itm^^^xhy). a i)^yn}^uyxh^^ y mmf^-^xh 

1 12 5 

6 3 2 

1 12 5 

Y R HH-^i^/P^yi^/vmxh^ . ;6^oR ;6S4-^^/v^yi^ 

6 3 2 

AGE±Mmi^mmir^o 
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[0068] 

O 

«"X-"y^n'°" <v,„ 

[0069] ^(VlDf {C*5V ^■r. R \t^mk^mi)^hlO(DT/V^/V'm. Ty-7VS. -^rn 

13 

4 5 

U 

Q fi-Y -A -R . ^mmt^^mQ . m^^^mt-^i^mQ . ximmmik 

5 7 6 14 6 7 
8 

Y f^^j^-g-. -0-, -S-, -NR - -CONR -NR CO-. -NR COO- 

7 15 15 15 15 

-NR CONR -.-NR SO Xf^-NR SO NR -^^L; 

15 16 15 2 15 2 16 

[0070] A Jt^^-^. x\t^m^^m^^(b>6(DT/}^^]y>m^mu 

6 

14 

xitm^mmmm^mu 

15 16 

-/VS. mmmmmm. x\tTv-/i^mmL<}t^7'x:^Tv-^\^m. Axf^mm^f- 

14 IS 

Q }*TIS^(VIII-a)(^S-eS>oT. 

6 

[0071] [>fb9] 




(Vlll-a) 



Rl6 



[0072] ^(Vlll-a) tt^fcfc^V^T. R fi^K^J^T-. ^^n^V. -hnS. v^T/S. Xf4-Y - 

16 7 
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A-R ^mu 



6 14 



ir(C/M3yV, T/Vdr/V^, -hnS. i^T/Sx -OR , -COOR , Xtt-CONR 

18 18 1 

8 19 17 
18 19 

Qjtrm^ (viii-b) o V ^-f tv;6^(D^-efeoT. 



[0074] ^ (Vlll-b) 1^ trio V ^-C. X {t-O-, -S-. Xit-N (-Y -A -R ) -^^U X 

4 7 8 14 5 

6 



[0073] litlO] 





(Vlll-b) 
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[0075] ^mmmxm\^^^mm^AGE±mKm] tit. m ^mi^ft^omn^miu 
AGE, RxfALEmm^m^i-^^t^M^i-^o 

[0076] *fcT/v=3M^i^sif^E0. ^ii^m. mf^com'cimii^hm. immm%^^ 
w<r>2m\(Dmmcx.^xwm-^'tm^(omf^xm. m^mif^t^^\^:y. i- 

2-=^=J-V:^. l-IT'PtV:/, 2-7°ntV:^, l-^f^-l/^', 2-'/ 

m^xh^. m^\t. ^y'^y. ^y^uy. ^y-y'y. r>hy±>. 73.^:/hw>'^<e^f 

Ti/-yv. hyT:/-/K i^y v^:/. t'U^i?:/, t°yi/v?^, \fy'Jl/^ ^ 

-ry^yy:/. -i':^K-/v. -<yy^yy:y. -<y9^:tyzL.w^}£ii^h^, 
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[0077] tfc. :^mmmi^mmtitcit^m\-i. ^■w^^^^itmrni^^M^^^^^'bi)^ 
w^ir^^K ^fi^immim'(^m\u mmmR)-. isy. (rs)-, (D\/^i'iii^'^m 

n 

[0079] [lal]|gl{^.^(\a)(D>fb'^#J(^^^^tfcK^dfi^i,^fl^^^:)(Z)^it:3^^fer♦fc5«^^ 
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[mi 1301 iji. Mv)(Dit^m (.'7z.^=^/i^Ty:=^i^mth'ti^-^j>,mmmm<Dmm:^ 

(s)-2-T^y-5-[(-^-7iJ'i/y-i-^'/v^^/v)-T5y;5//vfc/v]-^:/:?y-r5/^Tv'5'K 
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K 

[0081] (S)-2-T^y-5-(v?3^^/VT^y;&/WJJ^::i/V)-^:/^y>l'5/i?Tiy5/KtKn^-:XT^K 

(S)-2-T^7-5-(t°^yi^y-l--r/V;&/V;iK=/V)-^yi5?y^^yi:rTv^5/KtKni^v/T5K 
(S)-2-T5:/-5-(T^V^^^-l-^/kT5;/i7yV;J^'^/H-^>i5?y^5/:i^7'i>'s/KtKo^ 

(S)-2-T5/-5-(^>'i;?/VT$y;^;/V:i}?=/V)-^:x^/^5,i^T^/yKtKn^i/T$K 
(S)-2-T^/-5-T-fe5^/VT^/-^:/iJ^y^5/i5^Te/5/Kt:KndE^i/T^K 

(s)-2-T5:y-5-^yy-^'7VT^7-<:/i$'y^5/i?Tv'-/KtKcidr^/T^K 

(S)-2-T5:/-5-(4-^hn^>'^y^/VT57)-^yi5'/^5/^Ti^yKfcKD^v'T5:K 

(S)-2-T5y-5-(4-c^hci7ii:;^yVT-fe^yV'T^7)-^>'iJ?y^5/i^Tiy5'KfcKn^^/T5: 
K 

(S)-2-T5y-5-(-t7iJ^l/:^-l->r>'V-;{;/l'3iK=/VT^y)-^Vi5'7-r!y^Ti/5/KfcH'nd(^ 

(s)-2-T^/-5-(■:^:7^^:/-2-^7^-;^;/^7}?::^/^T$y)-^y^5'/-fy^7'iyyKtKtI^ 

(S)-2-T5y-5-(i/i^n^^v'/V'T-fe^/VT^/)-'-J>'^y^y^T^/5/KtKt3^i/T^K 
(S)-2-T^y-5-(4-:J^nci^>'>^-r/VT5y)-^yi$'y-l'5/^Ti/5/KtKn^i/T^K 
(S)-2-T5:y-5-v'73:^/UTir^/VT5:/-^>^y'l'5/i:^T>'5/KtKP^iXT5:K 
[0082] (S)-2-T5:y-5-(2-t*7a;-/k-4-^/VT-k5=-/VT^y)-^>'i?y^yi5'Tv/yKtKa^>> 
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(S)-2-T^y-5-(3,5-i^-t-y^>'V73:::i/VT-fe^/VT^y)-^V^y'fiy:J'Tv^yKtKn 

(S)-2-T5y-5-i/i5'P^=3S^^y/VT^y-^>'i5'/^5'^T^/5/KtKP^i^T^K 
(S)-2-T^y-5-[lf;^-(4-^^/V-^yv?/V)-T^y]-^^^/>l'yi5'TiyixKl:KDdri/T 

(S)-2-T5y-3-(4-Tir^/VT5y-73:=/v)-N-tKi3^i/-:7'nf:tVT5K 
(S)-2-T^7-3-[4-(4-p<^;V^:/y>l'/l')T^y-7a^=>'W] -N-tKndrv'-7'nfc°;r>'T 

(S)-2-T5:y-3-(4-/^l/P^yVT5:7-73i=/V)-N-tKn^i^->^nt°;ryT5K 

(S)-2-T5y-3-(4-tV^a-i'/VT^y73i=:/k)-N-fcKndE^i/-7'cit°:^:/T5K 

(S)-2-T5y-3^4-[2-(4-7/^:^■CI-73l:=:/^)-T•fe^/^T^y]-73:^7^^N-fcK^^i/ 

[0083] (S)-2-T^y-3-[4-(h/V:i^^-4--|'/V;^/W*^/VT^y)-73:^7l']-N-tKa^v'7'nfc° 

(S)-2-T5y-3-[4-(4-hy7/V;rn^^/Vi^WK)-73.::^/V]-N-tKp=¥^/-:/nf;^->' 

(S)-2-T^y-3-(4-p<h^i/;^77V#:^/V'T5:/-y'3^^/V)-N-tKn^rv'-7°nt°:^:/T5K 
(S)-2-T^y-3-(4-v?p<^/vr5:/:i{;/w^^-i';v-73^^yv)-N-tKci^i/-7'cit:°;^yT 

(SK2-T^y-3-(4-i^7°ntVVT5yi->'3:=/P)-N-fcKi3drv'-7'nt°:r:/T^K 
(S)-2-T5/-3-[4-(4-^^/l'^:/v?/V)T5/-7it^>'H-N-tKn^iy-:?'pf;^-yT^K 
(S)-2-^yv^yVT5:y-3-(4-=hci-7:t:^/V)-N-t:Kndrv'-y^i3t:°;t^T5:K 
(S)-2-(t°yv^:/-2-^/Vp<^/V)T^y-3-(4-c:^ha-:73i;::^/V)-N-tKD^iX-7°nfc°;t-y 

r^K 

(S)-2-7'ntVVT$y-3-(4--ha-:73:c:i/V)-N-tKo=¥'>-7'at*:tyT^K 
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(S)-2->'i5'n^df>>/Vp{^/WT^y-3-(4-=hn-y'3;=/V)-N-tKci=^rv^-7'nt°:t:/T 

(S)-2-^yytitV^T5:7-3-(4--hn-7a::::^/V)-N-tKP=ari/-:/nt°;r^T5:K 
(S)-2-v<i?p---^v'/VT57-3-(4-::^hn-:73::r/v)-N-tKn^iy->^nt°:t>'T^K 
[0084] (S)-2-(l-p«^/H;''^i;i;^y-4-f/V)T5/-3-(4-c:^hD-73:r:/V)-N-fcKn^i^-:7'nfc' 

(S)-2-T^/-N-tKDdr^/-3-(4-:7a:^^/k;a-^v^-:7a.::^/V)-7"nt:°:^-^T?K 

(S)-2-T^y-N-tKndrV-3-(4-7'ofcVW:t^i^-7a:;=^/V')-:/pt°:^>-T^K 

(S)-2-T57-N-fcKP^i/-3-{4-[2-(^/V*:IJ>'-4--f/V')3^h^iy]-:73i^/V}-yalf:r 

(S)-2-T5/-N-l;Kodri/-3-(4-:/^/V:^-^i^-:73ici/V')-7°nt°;^->'T5:F 

(S)-2-T5y-N-tKn=¥>'-3-(4— <>'^yV;r^i/-:7zn::i/V)-^at'':t^T5K 

(S)-2-T5/-N-fcKP^iy-3-[4-(4-7/V:^i3^i/v^/V;^-dE-i/)-73:::^/V]-7'nt°:t>' 

T^K 

(S)-2-T$y-N-tKPdre/-3-[4--(-:^7iJ^l/>'-2-^/V:^drix)-:73i=/V]-7'nlf:t 
K 

(S)-2-T5/-N-tKndriy-3-[4-(2-i5^nn^:yv?/V;^:3rv')-7^r^/V]-yct°;^yT^ 
F 

(S^2-T^/-N-tKpdriX-3-[4--(4-hy:7/V:rn^^/V-<yi^/V;t=^ri/)-:73i=/W]->^ 
(S)-2-T5y-N-tKt:i^i/-3-[4-(2,3,4,5,6-^^i5^:7/V;^a^>'>'/V;^dr>')-:73.::^7V 
[0085] (S)-2-T^/-3-[l-(2,4->'7/V;^n-^>'i;?/V')-lH-^i^K— /W3-'l'/H-N-fcKtidf^iX 
(S)-2-T^/-3-[l-(4-hy:7/V;^t2^^/V^i/i^/V)-lH— r:/K-/V-3-^/^]-N-t:Kc2 
(S)-2-T^/-3-[l-(3-7«f^/V-4-^hP-<:^i^/V)-lH-^:^K-/W3-^/V]-N-fcKi3dr 
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(S)-2-T^y-3-[l-(2-73:-/W3i^;V')-lH-^>'K-/W-3-'l'/V]-N-tKi3^v'-7'nfc' 

(S)-2-T^y-N-tKn^^/-4-(l-:?'ntVWlH-^>X-Y5:^y'--yW2-^7V)-:/^75K 
(S)-2-T^/-N-fcKn^i/-4-(l-7a:^^/WlH-^:^X-r^y>^— /W2-^/V)-:/^7 

(S)-2-T5:/-N-tKo^v'-4-[l-(4--hD^>^^/V)-lH-^^X^5i?')/— /W2--f/V'] 

(S)-2-T5/-N-tKndr-i/-4-(l-^:^^/WlH-^yX-<5:^y'— /W-2-'l'/W)-:/f^7^ 
K 

(S)-2-T57-N-tKn^i/-4-[l-(2-p<h^^/^>'i?/V)-lH-^:^xV^iJ^y'— 7W2-'r 

(S)-2-T^/-N-tKn^i^-4-[l-(fc°yi^:/-2--f/Up<5^/V)-lH-^yX-i'5:^y— /V-2- 

[0086] (S)-2-T5y-N-tKndrV-4-(l-:/f'/WlH-^yX>r5yy— ;W2-^/V)-y5^^5K 
(S)-2-T5/-N-fcKndri/-4-(l-:^:J'^>'V-lH-^yX-i'5iJ^>^-/W-2-l'yV)-:^^75 
K 

(S)-2-T^7-N-tKadriy-4-(l-iyi5'P^:3rv'/^^^/W-lH-^>X-Y^yy'— /V-2-'l' 
(S)-2-T^y-N-fcKci^^/-4-[H2,2--:^^^/V:?'nt;VV)-lH-^yX-l'^iJ^y— /W2- 

(S)-2-T^y-N-tKt3dr^/-4-[l-(4->'/V:tn^>>:;?/V)-lH-^:/X^^y>^— yW2--r 

(S)-2-T5/-N-tKndE^iX-4-[l-(4-t-:/^/V^yv?/W)-lH-^yXV5:i?'y— yW2-'f' 

(S)-2-T^/-N-tKadr^/HKl-i^i5'n--sdfi//wiH-^:^X>r^^>'--/V-2--l'/V)-::'' 
^95K 
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(S)-2-T^y-N-tKn:3E^e^-4-[l-(xh7tKnt°7i/-4-r/V)-lH-^i/X-r^yi/— /V 

(S)-2-T^y-N-fcKcidri>'-4-[l-(l-^5^/Wt°-<!;i^^-4--l'/V)-lH-^:/X>r^i?'l/- 

(S)-2-T5/-N-kKn^v'-4-[l-(2-p«^/l-:/^/V')-lH-<;/XV5^>^— /V-2-^/H- 

(S)-2-T5y-N-tKn^i/-4-(l---vdE^v//V-lH-^:^X-f'5:^?""y'-/W2-'1'/W-)->^'f-^^ 
K 

[0087] (S)-2-T^>'-N-fcKi3^i^-4-(l— y5^/V-lH-^:/X-Y^iJ^i/-/V-2-^/V)-:^^75 
K 

(S)-2-T57-4-{l-[2-(4-t-^^/W>'3.;:i/V)-2-p«f^/W7°ctVV]-lH-^yX^^^V^ 
— /V-2--l'/^}-N-fcKn^v'-^~^^5:K 

(S)-2-T5y-N-tKcldri/-4-[l-(•:^7^?^-:/-l-f/^p<^/^)-lH-<^^X^^^J^y— /V 
-2-r/V]->^^7^K 

(S)-2-T5/-N-tKo^i^-4-[l-(5-i^nn^;*-7:i^i^-2-^/V)-lH-<i/X>r^i5^V^-/V 

-2-'t'/V']-:/^95:K 

(S)-2-T^/-4-(l-iyi:7n^dri^/V-5,6-v^^^/l'-lH-^:/XV$y>/— /V-2-^/V 

(S)-2-T^/-4-[l-(4-t-:/^7W-<i/v?/V)-5.6-i^^^/V-lH-^yX>t'^i5^:/-/V-2-^ 

(S)-2-T5y-4-[l-(4-^yV:tn^^i^yV)-5,6-v?p<^/WlH-'OX-<5:^y— /V-2--f' 

(S)-2-T5/-4-[l-(4-7«h^>'^:^v?/V)-5,6-i?:^^7W-lH-^:/X-f^^>^-/V-2-^ 

(S)-2-T^y-3-(4-T^/-73.:=:/V)-N-tKn:3j^>>'-7'tit'';ryT?K 
(S)-2-0>j?p^^^:y/l^^^/V-T^/)-N-fcKP^^y-3-(4-::^hP-7rc::i/V)-7°nt°:ti^ 

[0088] (S)-2-T?y-4-(l-^5^/V-lH-^>'X>f^^)/-/W-2->r/V)-N-tKl3dfiy-:/^7^K 
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(S)-2-:/ntVWT^y-4-(l-7'ntVwiH--^VX^^^y'— yW2-^/V)-N-fcKn:^'>- 

(S)-2-ynlf/VT5/-4-(l-p<^7V-lH-^:/X-f5^>^— /V-2-^/W)-N-fcKi3drV-y 

(S)-2-:ti^^/VT5/-4-(l-p<^/WlH-<^X.-r5i?':/— ;V-2-^/V)-N-tKD^i^->^' 

(S)-2-T$/-4-(l->^PtVWlH-^>X-l'^yy'-/V-2-^/V)-N-fcKndr^^->^'^^5K 
(S)-2-T^/-4-(l-<>'f-/WlH-^:/X-f^;5^>^— ;V-2->('/V)-N-tKndr->-:/^7? 

(S)-2-T5/-4-(l-:ti^^/WlH-^yXV5:^y— /V-2-^/l')-N-tKP^iX-yf^7^ 
K 

(S)-2-T5y-4-(l-^/i}^P^^^//V^f^/WlH-^:^X^^iJ^y— /W2-^/V)-N-tFcidr 
(S)-2-T5;y-4-[l-(4-t-7'^7V^yv=/V)-lH-^>'X^^:?'y— /W2--r/V]-N-tKn 
(S)-2-T^/-4-(5,6-:^^^/V-l-7'ntVW-lH-<>'X^5^)/-7V-2-f/W)-N-fcKP 
[0089] (S)-2-T5y-4-[l-(4-t->^'^/V^>'i^/V)-5,6-v5^^/WlH-^>'X-r5yi/-/V-2-'l' 
(S)-2-T^y-4-(5,6-^;^i^nn-l-y^nt:VV-lH-^:/X^^yy'— /V-2-'l'/V')-N-tKi3 
(S)-2-T5/-4-(5,6-^;'i5'OD-l-^>'^/WlH-^yX-f5^>^— /W2-^/W)-N-tKn 
(S)-2-(v'i^n^dE^^y/M^/WT5/)-4-(l-7'ntVV-lH-^:yX-i'^i$^y— /V-2-^/1' 
(S)-2-T?y-4-[l-(2,3,5.6-xh77/V':^-n-4-^h^i/-^:/i^/V)-lH-^:/X>r^^>^ 
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(S)-2-T^y-3-(4-7°n7K=^v--7a:::^/V)-N-tKn^i/-7'nfc°:t>'T5K 

(S)-2-T5:y-3-[4-(4-t-^'^/l^^^i^/V:t=¥iy)-73.:=./V3-N-tKodriX-ynt°;r>' 

T^K 

T5K 

(S)-2-T^y-3-[4-(4-^hn-^yi?7V;r^v')-:73i;:^;V]-N-tKn:3fv'-7'nt°:tyT^ 
K 

(S)-2-r$/-3-[4-(2.4-i<?7/V':tP-^>'i^/V^=¥i/)-:73i=/V]-N-tKi3^>>-ynt'' 

[0090] iS)-2-r5.y-Z-l4:<4-i^7/-^yi^^V:t^iyyy:i^^/i^yn-}iVu^-^^ 

(S)-2-T^y-3-(l-^:/i5?>'/V;^Ci73:c:^/V7«^/WlH--fyK~/W3-'l'/W)-N-fcKodf 

(RS^2-T$/-3-(l-^:^^/WlH-'Y^^K— /V-3-^/V)-N-fcKn'3ri>'-:/i3fc°:^->'T$K 
(RS)-2-T^/-3-[l-(4-t-:/^/V-^yi^/V)-lH-^yF— /V-3-^/V]-N-tKn^i/- 

(RS)-2-T^/-3-[l-(4-v^Ty-^Vi^/V)-lH--l'VK— /V-3--l'/V]-N-tKndE^^/-^n 

(RS)-2-T5y-3-[l-(3,4-v'77V:^n-^^^i;'/V)-lH-^>'K— /V-3-^/V]-N-tKndr 

(S)-2-T^y-3-(l-^>'^;V-lH-^>'K— /V-3-'l'/V)-N-hKn^i/-7'i3t;°:t^T5:K 
(R)-2-r5/-3-(l-^V^/WlH-^VK'-/W3-^/V)-N-fcKn^i/-7't2t°;^-:/T5K 
(R)-2-T^/-3-[l-(3,4-i<?7/W;^-n^>'-^^/V)-lH--Y:/K— /V-3-^/V]-N-tKn=¥V 

[0091] (R)-2-T^y-3-(l-^^/^-lH-^:/K— /V-3-^/V)-N-tKn^i/ynt°:r:^T5K 

(R)-2-T^/-4-(l-i/i5'n^dri//V^^/WlH-^VX^^^y'— /W2--^/V)-N-tKo^ 
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(S)-2-T5y-4-(l-7a.c:^/WlH-^^X-r^y>^— /W2-^/W')-N-fcKci=¥^/y^75K 
(R)-2-T5/-4-(l-73::=^/k-5,6-i^p«^yWlH-^>'X-i'5^V— /V-2--ryv)-N-tKn 

(RH-T^y-4-(l-4-p«^/V:73ir:^/W5,6->'p«9^>'W-lH-^:xX>r^i?'y'--/W2-'Y/V 
)-N-tKpdriy:/^75K 

(S)-2-T^y-4-(l-73i— 7V-5,6-v'p(f^/W-lH-^>X><^^y'— /V-2-^/V)-N-tKn 
(S)-2-T^/-4-[l-(4-p<^/V7a:-/V)-5,6-i^yf-/WlH--<:/X'l'^i?')/— /W2-^/V] 

[0092] (S)-2-T^y-4-[l-(4-p<h^iy73ir::/V)-5,6-v?;3<^/V-lH-^VX-r^^J''y— /W2-1' 
(S)-2-T?7-4-[l-(4-7/V;^-n:73:::^;W)-5,6-v?^^/W-lH-^:/X-l'5^)/-/W2-^ 
(R)-2-T5/-4-[l-(4-p«^/V73:^/V)-lH-^^^X^5iJ^y'— /W2-^/P^]-N-tKi3^i/ 
(S)-2-T5:/-4-[l-(3-7/I/:tn^^i^/V)-5.6-i^y^/W-lH-^>X-f5:i5''>^— /W2--r 
(S)-2-T5y-4-[l-(3-^hn7ai-/V)-5,6-v?p<^/WlH-^i^X^^i?')/— /k-2-^/V] 
(S)-2-T$7-4-[l-(4-hy7/V:*-pp<^/V'<yi^/V)-5,6->?p«^yWlH-'<:/X-r^i5^>' 
(S)-2-T^y-4-(l-:7a:^/V-5,6-v?i5'ciD-lH-^yX'l'^iJ^y'— /W-2-^/>)-N-tKn 

[0093] (S)-2-T^y-4-(l-^yi^/W5,6-i^^Di3-lH-^:^X^^;J^)/— /V-2-^/P)-N-fcKo 
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(S)-2-T^/-3-(l-^:/^yWlH-^VXV^yy— /l^-2-^yV)-N-tKn^->7°ntf:^- 

(R)-2-T5:/-3-(l-^f-;V-lH-f:^K— /V-3-^/V')-N-tKn:3E-JX7'nt°:t^T^K 
(R)-2-T5/-3-(l-ynt°/WlH--^>K— /W3-^/V)-N-fcKa^^/C7'Pt;''^i^T5K 
(R)-2-T^/-3-(l->^5^/WlH->f:/K— /V-3--f/V)-N-tKn:3E^iy:/nt;°:t:/T^K 
(S)-2-T5y-3-(l-3i5^/V-lH-^^K— /V-3-'l'/V)-N-tKn^i/7'nfc':tyT5K 
(S)-2-T^/-3-(l-yi3tVWlH-^^K— yV-3-'l'/V)-N-tKP^V7'nt'':t^T5:K 
(S)-2-T5:y-3-(l-y^7V-lH-H'>'K— >'l--3--f'>'V)-N-tKn=¥v^7'nh°:t:/T^K 
(S)-2-T^y-4-(l--iV^7l'-5,6-v^;<^7V-lH-^i^X^^yy— /W-2-'l'/V')-N-fcKn 

(S)-2-T^y-4-[l-(2,2-v?^^;V7'nt;VV)-5,6-i?^5^/V-lH-^:yXV5;i5^y— /V-2- 

(S)-2-T5/-3-(l-^drV/WlH-^>'K— /V-3-'l'/V)-N-tKi3^i/ynt°;r>'T^K 
(S)-2-T5/-3-[H3-p<^/V>^^/V)-lH-^yK— /W3-'Y/V]-N-tKPt^v/7"ntr:^i/ 

[0094] ^%mx^\i. wmt^m^. mMb\^x^^\M^^mmx^m\^h:Ltmx^^^o 

m.i\:rth')^K im\tm^j>>. imit:ti;v'y^j^^ mm-rmj^^. mkn^mm^ 
j^tiE^m^^ximm-r^^thx^^, 
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[0095] m^^^mi^i)^t^it^m<Dmm:^m^^mmm^-r^o ^j^^. ^^mnoit 

[0096] X^l-2 

1 2 



wo 2005/073180 



41 



PCT/JP2004/019512 



2 

2 

2 

IC5S^L> (le)-e^$tl§T5y«. Die. WSCimmm/J:if(Dm^M. RXlHOBtf^if 

[0097] xai-5 

i:m-^xnhtitcit-^mmmL-xumMp^(o}^^. Rx:^uwmm^h(^^ 
xm-i 

1 2 

mmmw-r^^tizx^m<oit^mi2h)^mo 

[0098] X@2-2 

2 

2 

i2cwm>o 
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XS2-3 
XS2-4 

xm-3xnhtitiit^m2e)izMLx^m&pom^. Rxj^unmm^hom'o 
mL^mm. h^\/^i-i^ti^tm^nzm^ticx^n&3(Dit-^m2f)^m^o m^it 

[0099] (M»J3) 
Xg3-1 

HOBtfj:t'(D^M^Mx.xmm.x2-72mmmwir^^tiM a ^(Dit^mzh)^ 

X@3-2 

X@3-lT-#b*Lfc^l^^i^(3b)(;i*5{t5^^SP ^)i«>fe^^T'^*t-?.c ^JXL« 

2 

P TJ^FmocSO^-a^jCfiDMF, THF, :^^b^^V^^^V^o/c*^^^'^^, 

2 

^/^7^:yv. i:^:^^/)^Tv^f£if<D^mm&t:5-25%mx.x. m^xi-2mmR 

2 

[0100] X@3-3 
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wu ^fzizmm^ny^Ym^mmmQ-i-cocu -so ci. xii-Nco^^f 

[0101] (Mf!)4) 
[0102] Xig4-2 
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X@4-3 

1 

[0103] (^5tf!l5) 
X@5-l 

/^7}?dp^'/VS?fet'^^Ln»l-4(Dft3t©M{-«^^$t^.fcS<^)m^^-r). DIC. 
[0104] Xg5-2 

^l^U^. Y'y;v:t^i/m:m-\ JStX^imit-^WJ^. mWf^'yWii}f<Dmm 
XS5-3 

X@5-2-e#btL/c'fb^^(5d)^g^^^(^W^^{^^«L^a-100t:-ei;5>e>72 
X@5-4 
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[0105] mmm 

X@6-l 

2 

2 

[0106] Xg6-3 

T9/v=3r/wS. TU-z^X^^^L. X{t7K^S?r^-r). Tyv^;^/V'Jj?i^^ 
ni;^7'/v. V'^)y:^^;vy^y^y^vf^E(Dm.^^t>^K^oXrjv^M\:.\^, it^m 

(6e)^#:5o 
X@6-4 

X5g6-3-e#^tLy5:^li'^i^(6e)tC^LT<S:g|SPl<^^*. iJ^T^ffe^tSffid^^O^O 
[0107] (®l»J7) 
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xm.7-1 

1 2 

XW-2a 

immu (5c)■t?«$t^?)T/^xt^^ ^tcfi^M^n^mnwri&otmm-cp:^ 

.So 

[0108] X@7-3a 

mmmwir^^tiM @ 6^o^b^i^(7d)^#5o 

XS7-2b 

X@7-l-C#btlfc>ft:'e'tl€rS^^^<^W«I^Jc:^fi|L. 100<C-Cl-72^^ 

ii#i-5ci:(ci<9 g W<^^t:-^i^(7c')^^#§o 

Xg7-3b 

Xg7-2b-e#bt^fc>fl::'^i^(7cO^DMF.THI^.Ct*(C^j^U7e)-e^$tl^ji;iilS^ 

7k^>fb•:^^y!>-^^?'^if<^3iLS»;t. ot:-ioot:T-i-96^^ 

Xa7-2b-e#btlf::^b-g-^(7c')^DMF,THF;^j^tlC^^^U7e)-C^$tlS 
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X@7-4 

2 

2 

[0109] X@7-5 

icii^SL. (7e)x-m^ii^^m^V^^iy/^T5.^AP^\t^y^:^^^^s hyf"/wS^<Dji 

X@7-6 

1 3 

1 3 

m^Ktim.m^j:i^(Dmk^f^m^'±^tKxmmm^^^'^mxm.p^-A^Boc. 

3 3 

[0110] mitms) 
xns-i 

Xig7-3a*fc{*3b-e#^tl/c^l::'g-^(7d)(C43{t§P^^*L. (8a)-e^$tl.5T;V 

xm-2 

xm-ixnhfifci\:,^m(Bh)Kisn^^mmpm^i-^^tizx.^ p ^oit^ 
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3 

3 

[0111] Xg8-3 

3 

Xg8-4 

r 3 

1' 3 

■^immm^iifodm^rfm^^^^tKX'ommm^i^'^mxh'o. p .:^^boc. p 

1 3 

3 

[0112] (l^it^9) 
X@9-l 

-lot:-loo'C^;l*3v^-co.5-72^F^^J^?i-§ri{^:J:«9 a 6^©'fb-a-i^(9c)^#So 

X@9-2 

x@9-i-c#bti.:fe^b'^t»(9c)ic*3Jt5^ilSP ^^^^^:Lii\ziy) @ fi^jo^k-a- 

2 

2 

2 

[0113] X@9-3 
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immU (7g)-e^$tl5^!^«tKn:^riX/V'T5^(P im'i^<DtiS<0). DICWSCI:^ 

3 

X@9-4 

1 3 

1 3 

3 3 

mMP m^-t^^ttmM^io 

1 

[0114] mmm 

xsio-i 

iX!>A;^£^(DJ^Sti!ttC-10r-100t:{C*5V^T0.5-72^FHlMlS^i-§^i:}-i0i 

6<)O{b-^i^(10b)^#§o 
XieiO-2 

2 

2 

2 

[0115] XglO-3 

X@10-2-C#^Hfc^b'^i^(10c)^DMF, i:^crn7jN7VA, :^'fl::^^W5^iaf 
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XSlO-4 

1 3 

1 3 

1 

Boc. p ii)^^i^i^/i^m(Dm^{zit7i^m^mmn^'. y<=7i^^j>^mmx-p ^m^ut 

3 3 

m^^m\^x^p^^m^ir^^ti)>mM^o 

[0116] (S^^^ijll) 
Xigll-l 

mist^^b-a-^dia) (p .p \t.m'^fmmm^mu Yit^-hnm. ^yr/m. tj\-=^^ 

1 2 

Xmil-2 

(1 lc)-e^$tv5T/V7^tF. *fc}i>5rhi/(R' «:T/V^/W. Ty-/V^€r*L. ^ 
[0117] X@ll-3 

XiSii-2-e#bnfe<b'a'«^(iid)(ci3(t5^^SP SrK5*1-5:ii:(J:<t«9 g 6<j(D^b 

2 

2 

Xgll-4 
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1 3 

Boc. p 7i^-<>i^/vm(Dm^\^it7i^^itnmn.^. y<yi/':7j>.mmxP'tm^ut 

m K^miMP^,^B^ir^^ti^ mM^o 
[0118] (3iSl5t^J12) 

s-efc-5o M5t;^isfe?riai2©Sf&mMia{c»<5#u£egi-5o 

X@12-l 

fj:t'<Dm]^MK.xmux2-72mmw^u ^hKmrnB^wrxm^-r^^tK 

x'o^m(Di\:.^mi2hwmo 

Xgl2-2 

X@i2-l-T?#e>tv^<b'a'«^(i2b)ic*3(tSP €r^*i-5-i:i^«3 @ fi^jo^b-B-^^ 
(12c)?r#5o 0a^tfP /55Fmoc<Z)^'^lC{iDMF, THF, lt^bp<^V'>'^^V >o:fc#^^ 

uxi-2mmx^.^'r^^tf)^mmo 

[0119] X@12-3 

j:m2-2xnhtifcit^mi2c)^THP. ;^^/-/i^tj:if(D^m^m^. (i2d)xm 
• . i/ry7i<.mit^-':7mi-hV'>j^tiif(Dm7mi^m^xR^mAir^^tKX'o s 

'fb'a-i^(12e)^#So 
X@12-4 
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[0120] (j|!{5t««Jl3) 
Xgl3-1 

X@13-2 

±i^^j^fi:}£(D^m:M^xmM.x2-i2nfmw'r^:it\^^^ s ^(D\t^m 

(13d)Sr#5o 
[0121] XS13-3 

X@13-2-e#btvfdb-^t)(13d)^l-30%(7)tKn:3ri^/VT^>'C^p<i5'y~/V, THF 
X@13-4 

Xigl3-3T?#^>n«'^#j(13e)lC*5»t5i*:^SPl^K^ifeTSii:{i:i«? S WO'ft: 

[0122] m^?^m<D^t^!^^t^m^mz-:>^^xisimir^o -4^mm(Dmm^t^mt. 
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^m. mmmi^^nmm. mm. mmmim. m^m^m. &p^m. mmm. mmm 

mm. ffF^^. srti^. mmm. i ^^mm^ti:H(Dm\^mm^^m<D 
[0123] mmmmm^mm^ctt. mmm^^'mm. mmmmm. mmmm. m 

>i^mM<Dmmm^m^mot^^mwnz.mm't^m^.m.m^fix\^mw^£t'(D 
mmm^^^. mx.it. %mM. mmm. ^^^m. mmm. mmmmk mmm. m 
mitm. ^mk ^^^mk ^-"r^vim. wm:mk % 
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[0124] McWm^m^mf^t. %m. Bm. mti-hv^j>^. ^k-^^. mm. x^:/^. ^ 

"avzf^ ztY^I^Wi. fy^ym. •ty'f-yW^. 

^(Dm^. figAl 0 ^fc<90. l-5000mg, ^^U^l-lOOOmg, ^BQlR^ff) 
fifeAl H afc<90. 1-lOOOmg. $f*L<{40. 3-300mg<^^art-C\ 10- 

o 

[0125] t-ft. ::^mm(Dit'^m^mm\tLxmm't^m^. o. oswrn-swrncofga 
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[0126] (Hifef!)!) tKt'^i>'/VT^yO-fei$2-i5^pnhy^/VVi^>^(D'^f^ 

r|T|R(^:^yx^l^^^^2-^nn hy ^/H/v^>'(100-200mesh, 1 .25mmol/g) 1 .OOg^ 

^^8.88ml^i;^p{^/VjJ^/ViNT$K20ml(C^j!gLfcSJS;^g^iB^fCo^ia-e27lt^M 

mVt'o HJS^^T^. ^?S^^#DMF, 10%T>-^-T7K. THF, 

[0127] (||M^»J2) N-Boc-ryViS'^V^tKndrl^pt— hO-mj^2-^PoM;^/H^i^:/(7)'^ 
fife 

Hife^lJl {Zl-C-g-^ifeLfcUv^:^! .006g(l .25mmol^a Att. DIG 
0.962inl(6.25mmol), HOBt 0.844g(6.25mmol). S.t)^rfTKS(DN"-Boc- 8 -^l^'J/V-L- 
^/V^^l^m 2.108g(6.25mmol)i^;()P;t-r^?a-e3 B P^^MLfCo SjSi^Tm^ ^iE^ 

l/>^y?^^5^a^}i}^/^Vp<^5'y'-/^^ DMF. :^^/—;V, THF. ^J^ciptJn/VA, a:— 
x/K^WB-egfei^Lfeo :i^l-e#e>tvyS:V-i^:^©f^l50mg(0. ISmmolffi ^){J:p<^y-/V 
ImU THFlmU lmol/l7K^'fb:^hyi>i»;!K^lSlml^jjP^T^?a-e20B#ra^MbfCo 
S^S^T^. l^i^i^^g^^/THF, |^^/^^y-/V. g^^/DMF, DMF, 

[0128] mMm^) (S)-2-T^/-4-[(^7i5'l/>'-l-^/V^^;V')T5y;;(7/V'J}?::i/V]-N-tKP=aE^ 

i^:>'^^$Wb^«^No.i]o^^ 
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MMm2-rmhtltiU'JyiZ.DlC 124mg(0.65mmol)^ HOBt 87.5mg(0.65mmol)^^ 

^L/cDMF 2ml^1]\\X.mMLtl^ {Cl-:h7^/M^/l^T^>'102mg(0.65mmol)<^;!jnXL 
. mS.XnmmMmLfCo SIS*I-T^1^v?:^^DMF. ^^J^y-yv. THF. ^uu:^;UMs 

MS(Fab,Pos.) : m/z= 302[M+H]' 
[0129] (MMMA) (S)-2-T5y-4-(4-t-:/^/V73:=:7VT5y;i&/VJ}?:::i/W)-N-tKndri^^ 
7^Wb'a'i^No.2]©^fig 

l-■:^:7^/^p<^/^T5::/(0^^^^^9 t;i4-t->^'^/VT=!J>'97.0mg(0.65mmol)^ffl V ^X 
M«»j3i: l^#(^^f^^^TV ^;^iB(^)>^b-^^^<^hI;7/^;^ag^^^32.0mg^ S 

MS(Fab,Pos.) : m/z= 294[M+H]' 

[0130] m^m5) (sy2-r^y-A-<4-y/i':t^^yi^/vr^y:fy;v^^/uyu-}:.r^^i^^'^ 

l--:^7^/V>^/VT$y<Dftt?9{;i4-7;W:^-n^:yv?/VT^:/81.3mg(0.65inmol)?rffl 
MS(Fab,Pos.) : m/z= 270[M+H]' 

(MMme) (s)-2-T^y-4-(4-t-:/^7^^;yv^/vT5:/;&/v^~-yV')-N-tKci^iX7^'^ 
7^K[^b'^#)No.4]0-a-fife 
l-'^-7f-/M^/VT^i^(^ftfc)t) {C4-t-:/5^/V-<>'v^/VT5:^106. lmg(0.65mmol)$r 

MS(Fab,Pos.) : m/z= 308[M+H]* 
[0131] (Hife^J?) (S)-2-T$y-4-(i^^D^drV/WT^/;«7/V5i?=/V)-N-tKndfi/:f^75K 
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MS(Fab,Pos.) : m/z= 244[M+H]' 

(^ife^jS) (S)-2-T^y-4-(2,2-v?73.:::^/V:i^^/VT5y;!t;/V3j?::^/>)-N-tKn^i/:/ 

MS(Fab.Pos.) : m/z= 342[M+H]* 
[0 132] (Hii^ijg) (S)-2-T^/-4-(lf y v?y-2-r/Vp«^/VT5/:*7/V>j^=/V)-N-tKa^i/y 

l_s^37^yV;^^^P7-^y<^^;jpi9 {;i2-t:''3y/VT^y70.3mg(0.65mraol)€r^ V ^-C^^iS 

MS(Fab,Pos.) : m/z= 253[M+H]' 

(HMf !l 10) (S)-2-T5:/-4-(N-^:y v^/V-N-><^/VT5y:*7V/1^':=^/W)-N-tKn=3E^iX 
l-')-y^/V:)i^/VT^XDi^t>^ {CN-<>'v?/V-N-;^^/V'T^i^78.8mg (0.65mmol) 

^fflv ^xMmm3tm^(Dmi^^m ^mm(Dit^m(Dhvy/i^ytvimmm7. img^ 

MS(Fab,Pos.) : m/z= 266[M+H]' 
[0133] (Hii^iJll) (S)-2-r^y-4-(e;?3:^/VT^/;&/VJj^':=^/V)-N-tKn:ari^^7^KWt: 

l-f-7^/^y5^/^T5y(Df^;b'9{Cv?:n^/^T5>47.5mg(0.65mmol)^ffiV^T^^fe 
^?[)3i!|Wl#OSIf^^fTV ^:^tfi<^'fb^i^<Dhy:7/l.:tog^^J^31.0ing^ fife@«i:tUT 

MS(Fab.Pos.) : m/z= 218[M+H]* 
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MSCFab.Pos.) : m/z= 230[M+Hr 

[0134] (Mmmii) {s)-2-r5.y-4-(r^^y^iy-i-(/\^T^y:fy/i'^:^/v)-N-\iVti^i^ 

l-■:^>'5^/^p<^/^T5::^<Dft^^•3^Cl-T^/T^5^-7^^^?:^98.3mg(0.65mmol)^ffiV^-C 
MS(Fab,Pos.) : m/z= 296[M+H]' 

(mmmu) (S)-2-T$y-4-(^^i^yuT$y;?;/VAj^'^7V)-N-tKP^iy y^'^^^KMt 

^J3i:l^1tO«^f^^Srfi^V^^|E<D>fb'^i^(^h!;7/V:tn@^^:iLl3.4mg?:S^@<*:i:L-C 

MS(Fab,Pos.) : m/z= 252[M+H3' 
[0135] (^«i«»J15) N"-Boc-;^-/V':^^:/tKn^f-^-hO-iai^2-^noh!;^/H/i^:/0'a- 
fife 

ll^fe^JlT'#bti/ctK^dri^^-h^a^§^v^>'1.98g(2.50Inmolffi^^)^K^&«^- 
Att, WSCI iti?:^ 1.197g(6.25mmol). HOBt 0.676g(5.00tnmol). ^O^rfiMt^N" 
-Boc-N*-Fmoc-;t/V:^5^V 2.270g(0.625mmol)^;!jP^T^?att'-C24I^F^^MLfco 

wmrr^. mk^l^^. vv'^^tdmf imoi/iiSi^TK^. ^StK. thf. 

(S)-2-T$y-5-T-fe^/VT^/-<yi?/-f >;/i^Ti/5^KtKndriXT^K[^b 

'a'<^No.i3]<^'a-fife 

llife^Jl7-e#fe*l^W^^>116mg(0.10mmol+aS)S:^jS;^:g&lC:9-tt©«?20%t'^^ 
i^:/DMF^?K2ml«;ir3I^KMMLfco SlSi^Tm. ^iE^^t. l^i^^^DMF 
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57.5mg(0.3mmol), HOBt 27.0mg(0.2mmol)^^^L/cDMF 2nil{Cg^^ 

DMF. THF, ^^^7J^/^^, az— x/VOjIi-CjJfer^Lfco :i<DW>^>'(C30%MJ 

24.9nig^ S&@fti:U-r#fCo 
MS(Fab,Pos.) : m/z= 190[M+H]^ 
[0136] (^Jg#i|17) (sy2-T^/-5-^:^M/VT^J^y^Miy^Ti^yh*\iVvi^iyTS.ni\: 

@1^^©f^^p<9 l^^S#i?24.4mg(0.20mmol)^ffi V ^T^ife^J 16i:|^#(^^f^:Srff V ^ 

MS(Fab,Pos.) : m/z= 252[M+H]* 

(^Jfe^lS) (S)-2-T^/-5-(4-:^hti^V>^>r/VT5/)^i^i5'y^5'i5^Tv'5'KtKpdf 

MS(Fab,Fos.) : m/z= 297[M+H]* 
[0137] (HJfe^ajig) (S)-2-T^/-5-(4-=hn73.::^7VT-fe^/VT^y)^:/i5'y-l'yi?Tv^5'Kt 

l^^cDft^^'9{;i4-::::hn73:=/Vg^^36.2mg(0.20mmol)^ffiV^T^Jg^3Jl6t|^#<^) 

^f^^^TV^:^IB<^^i-a't)®^y>'/^:t^g^^:^8.7mg5^afe@#:i:L•r#fCo 
MS(Fab,Pos.) : m/z= 311[M+H]* 

(Ilife^j20) (S)-2-T^y-5-(-t7^J'1^>'-l->f/V-;^;/V/H=/VT^y)^:/i?7^yi!^Tv^ 

^m<Di^ibmci-i-y^i-ymM34.^gio.20mmoi)^m\^^xmMmietmm(Dm 
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MS(Fab,Pos.) : m/z= 302[M+H]* 
[0138] (^ig^!j21) {^)-2-r^J-'^-kfy^v:y-2-y(fV-i];Vits=.jvr^A^-y9J^V^r^y 

m^(OW0 ^C2-:^7^Jf I/:^@^^34.4mg(0.20mmo0^fflV ^X%WSmhmmfr>W 

MS(Fab,Pos.) : m/z= 302[M+H]' 

(^ife0lj22) (S)-2-T^y-5-(iyi^a^drv';VT-fef^;^T5y)-<^^y-ry^Tv'5/KtK 

t^^©ft^?^9^^:i/^5^^^'¥^//^g^^28.4mg(0.20Inmol)^ffiV^T|lii^Jl6i:|^#(D 
«lf^<lrff V ^i^lB<D>f b'^i^<7>hy:7/v;j-ng^^iil6. Img^ e ^^W-}l\^XWto 
MS(Fab,Pos.) : m/z= 272[M+Hr 
[0139] mWm.^) (S)-2-T5y-5-(4-i^np-<:yyV/VTV)^>i?/^:yi^TiX5/KtKn^ 

^^(O^^'O (J:4-^nn^S#^31.2nig(0.20nimoDSrffi V ^TllWJl6i^ |^1t<DiSI 
f^Srff V ^:^ISO>fb'a-i^<Z)hy7/v;ttig^^^l5.6mgSr efell<*^i:LT#fco 
MS(Fab,Pos.) : m/z= 286,288[M+H]' 

(Illfe«»j24) (S)-2-r^y-5-v^73ir:/kT-fe^/WT5y^>'iJ'y-l'5/^Tv'iyKtKP^ 
i/T^W k-^<^No.2 IDO-^^ 

g^^©ftt)«9 (Ci?7a::=/Vi^^42.4mg(0.20mmol)Srffi V ^r^ife^l6il^^Oj|f^ 
^m^^fa©{b-a'i^OM;:7/V:rng^^:^13.5mg^efeiaf^^<l:L-C#fCo 
MS(Fab,Pos.) : m/z= 342[M+H]* . 
[0140] (Ilifefi»j25) (S)-2-T^y-5-(2-t':7a:=/V-4-r/VT-fe^/VT^/)^y^y-)'5'^Ti^ 
5^KtKndpv'T5K[^b-^tlNo.22]<D-^fig 

i^m©f^t^«?{C4-73::^/^$m#^39.6mg(0.20rnmol)Sr^V^rlliife^aIl6il^#O 

MS(Fab,Pos.) : m/z= 342[M+H]* 

(Il]!fe«'!l26) (S)-2-T^/-5-(3,5->?-t-^^7V7a.:^/VT-t^/VT^/)^^^/^>:y^ 
Tv'5'Kt:Kndre^T$K['fl:'a-i|&No.23](?5'a-J^ 
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MS(Fab,Pos.) : m/z= 364[M+H]' 

^fE® {b-^tiohy:7yv;^n@^^jgi7.2mg^ a feia^^Lr#fc„ 

MS(Fab,Pos.) : m/z= 232[M+H]^ 
[0141] (^iife«rrj28) iSh2-T?./-5-i^y'u\^yurK/-<yi^My^r-^^yhliVti^i^Tm.it 

i:^yDMF^m2mi^mK.xmmmmLtco Rf^^^r^^. mm^f^^. i^e^^^oMF 

, /V, THE, ^uu:^;VJ^, ^ii— r/KD)lRX*l5fe^LfCo itl/^THF ImltC^^SU 

40.8mg(0.65nimol);S.U?g^^.05mlSr^^Lfc^i5?7-/Vlml^;!jD;tT^?ar'22^^ 

SMLfCo Si^^^T^. ^IS^I^tVv?^^^DMF, y^y-/V, THF, i^^nn/J^/Vi., :r 

izxmB(D^t'^^(Dhvy/v:tnmmm.7.2mg^&^mi^ti.xmco 

MSCFab.Pos.) : m/z= 232[M+H]* 
[0142] mMm29) iS)-2-T^y-5-i^^yf-/VT^y^y^My^TZ^t^\^\iVu^i^T^}iX 
^t-^mNo.26]<D^m 
ypt*':^^^T/^7^tK<Dftt?•3iLTW^^T/^xtK56.0^lg(0.65^lmol)S^ffiV^Tll 

Mm28tmu<Dmi¥^no^tizx'omi(Dit^s^(oh]):7/v:tnmmM4.2mg^&,^ 
m^bLxntc. 

MS(Fab,Pos.) : m/z= 288[M+H]* 

(IIJfe^J30) (s)-2-r^y-5-iy^u^^iy/iyr^y^y^My^r'yyV*^Vn^iyT^ 
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>^nt°:t>'T/V7'tK(Dftt>'9<!:LTv/i^n^^f-/V63.8mg(0.65mmol)^fflV^T^ 

MS(Fab,Pos.) : m/z= 230[M+H]* 

ynt'';rVT/V7^tK<^ftt>?)i:LXi:LXp-h/W/^T/V7'tK78.1mg(0.65mmol)$: 

MS(Fab,Pos.) : m/z= 356[M+H]' 
[0143] iMMm32) N"-Boc-4-T5y73.c:i/kT7^:xtKo^f-^— hO-mi^2-i!^nPhy^ 

1.25g(6.53mmol). HOBt 0.869g(6.43mmol). StJ^rfT|R(DN°-Boc-(4-N-FmocT5/) 

73:=/VTy-y2.27g(6.52mmol)^i)PX.X^taT'72^roMMLfCo RJt^^J"^. R 

«§r^t. vv?y^DMF. o.2mo\/mm^mm. mu^m^mi-hv^j^Ti^mm. 
2o%if-<vi^>'DMmm^M^xmux2mrmm.Ltio ^^Si^T^. KfS?^^^ 

[0144] (MMmZS) (S)-2-T5y-3-(4-Tir^/VT^/:7=:=/V)-N-tKDdrv':;'Dt°:t^7^ 
K[^b;-^tlNo.29]0-g'fife 

IIJfe^J32-e#^tvfcV^;?>'130mg(0. 12nimolffi ^)lCt'yi;?:/lml. ^xi^-^j^Mwli^ 
p<5^/VT5:yt°yi^W3.3mg(0.60rnmol)(^jS^M.^t/^7RI^^6L3rng(0.60mmol) 

^Ap^. ^mi?2 0 P^^MLfco SJS*I-T#. ui;?:/^DMF. 
<DUi^>'izmhVy/^:tvmw^^v^^i-J>>^^M^x^mr^2J^mum.LitoE 
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:r og^^lgl 1.3mg^ S feSfr ^:LT#fCo 
MS(Fab,Pos.) : m/z= 238[M+H]' 
[0145] mmm^ (S)-2-T5/-3-[4-(4-p«^/V^V)/'l'/V)T^/-73:::i/V]-N-tKnd{-i/ 

^i*g^^O'R;^«9iLrp-h/W/V^i;'n^-rK92.8mg(0.60mmol)^ffiV^-C^ifef!j33 
i:lKl#<^^f^(Cj:!9^rd(^'fk'a-#><^hy7/U;^n|^^:iL3.3mg^efell^1si!L-C#fc„ 
MS(Fab,Pos.) : m/z= 314[M+H]* 

(Hife^JSS) (S)-2-T^y-3-(4-/^l/n^/VT^y73::^/V)-N-tKn:3(ri/:?'at°:r^T 
^Wb^i^No.31]0-^^ 
i^7^C@^^Of^t>'9^:LT^^^^5'P^^K72.3mg(0.60mmol)^fflV^-r^ife^J33^|^ 

MS(Fab,Pos.) : m/z= 280[M+H]^ 

(^Jfe«»J36) (S)-2-T5y-3-(4-lf/^n-f7VT5y73i:::^/V)-N-tKP^->ypt*:t>'T 
$KWb'a-^No.32](D-g-^ 

M*@^^Oftl5f9^iL-CtV^y^^i;7p7.CP72.3mg(0.60mmol)^ffiV^-Cl|ji^j33t 
l^#(^«^f^lCj:»9^|E®>fb-^#>Ohy7/V:rtig^^:^17.8mg^Sfe®flci:LT#yto 
MS(Fab,Pos.) : m/z= 280[M+H]^ 
[0146] (Illfe^j37) (S)-2-T5y-3-{4-[2-(4-7/V:tn>'3i=/V)T-fe^>'VT5y]-73:c::/k 
}-N-tKndrv'^Dt°:t^T$K[>fb-^^No.33](D-^fife 

^;!KI^^<Df^^^p|9^L-C4-7/V;rn^S#^^oy>i'K95.1mg(0.60mmol)^ffiV>T 
ll»j33i:IWI#<Ditf^(3:J;»9^ffi©'fb'^#>©hy7/V;^ng^^igl8.6mg?Srfi^@flc 

MS(Fab,Pos.) : m/z= 332[M+H]^ 

(^ife^j38) (S)-2-T^/73-[4-(h/V3^>'-4-^/W>?./V'7)N=/V'T^y):73:^/V]- N-tK 
ndri/7'ot°:t>'T^K['fb'^ifelNo.34](D^fife 
|[|;?Kg^^coft*P«5iLT4-h/V3^yy^/V7j>y^j5^n7>fKll4.4mg(0.60nunol)SrffiV> 
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MS(Fab,Pos.) : m/z= 350[M+H]* 

(MMmzS) (S)-2-T5y-3-[4-(4-MJ7/V:^np<^/V73ic:i/Vl?WK)73i=/VhN- 
^7KS^^Of^C^^t9^LT4-l>!J>'yV';rnp<^/v:73i^/Wy->'T^— M2 

MS(Fab,Pos.) : m/z= 383[M+H]* 
[0147] {MMm^O) (S)-2-T^y-3-(4-^h=3E^e^;&/VxJ?::^/l'T^/73i:^/V)-N-fcKo^v^7"n 

MS(Fab.Pos.) : m/z= 254[M+Hr 

(Ilii^j41) (S)-2-T5y-3-(4-:>*^^yVT5/;;&>'W^^^yV-7ai::i/V)-N-tKDdr^^ 

il;!KI^®^<^ftt^•9i:L^:v?p<^/^;{7/W^^^/^^?P7^K64.5mg(0.60mmol)$^ffiV^-C 
^»j33tl^#OSfef^t;iJ;«3:^fH(D'fb^<^®hy7/V':^-pg^^:^7.0mg^e&@#:i: 
L-XntCo 

MS(Fab,Pos.) : m/z= 267[M+H]' 
[0148] iMW.Mi2) (S)-2-T5:y-3-(4-v^:/nfcVVT5:/-l-73i::^/V)-N-tKP^iX7°ctt°:t 
>'T^K['fk;'^t)No.38](D-^^ 

llii«aj32-T?#fett:fcV^;?>'140mg(0.13mmoH=i^)?rTHF lml{;:S®b:/nf:t>'T 
7V7*tK37.8mg(0.65nmiol)$r*Pt.i^T77K3^'fbJJ^'^^:^hy'J^M0.8mg(0.65mmol)R 
tJ?@^^0.05ml^^j^Lfc^^y-/Hnil^;!jPx.r^Mr*2 e rB^SlrLfco RJt^l^J'^ 
. ^?g<lr^t^v^VSrDMF. THF. ^nnjfc/WA, ^-x/K^)ll-t?i5fei^L 

fco r(D^^;?:/(c30%^y7/^:^-^g^^/^J'l3P7J^7^A^2mMt^^tT•2l^F^m# 
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MS(Fab,Pos.) : m/z= 280[M+H]* 

iMMmZ) (S)-2-TV-3-[4-(4-p<5^/V^:y>';V)T^y:7cc=/V]-N-l:Ka=35^;^7'i3 
T'ntf^rvT/VxtKWftfc^'^.tLrp-h/W/VTyV-r tK78.1mg (0.65mmol)^fflV ^ 

MS(Fab.Pos.) : m/z= 300[M+Hr 
[0149] (Ilife^j44) (S)-2-T^/-3-(4-=hct:7cc-/V)-N-tKodf>>:/cit'';t>'T^KWb'a- 
i^No.40]<D-^fig 

i/201.7mg(0.65mmol), HOBt87.8rag(0.65mmol), RXJ^SCl&^M 
124.6mg(0.65mmol)SrDMF h5mHmmLftRlt-mt:iU^s MUX2immmm.tCo 
SiS«^T#. RJt^m^^^. ui^iy^DMF^ m^yi^. ^^/-/K ^-7^/v-e!5fe#L 

mm^fc. Rit^mr^^. mmLxm^ntcMm^i^i^y^m^Lfc^tin^M^m 
^xmm^^^u mm^m^mm^9J>>Kx^x±^ir^^tizx^. mm<Dit-^ 
mohvyMnm^m i.7mg^mn^mi^ti.xnito 

MS(Fab,Pos.) : m/z= 226[M+H]* 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

S.lKlH, dd, J=13.4,6.8Hz), 3.15(1H, dd, J=13.4, 6.4Hz), 3.83(1H, m), 7.50(2H, d, 
J=8.0Hz), 8.22(2H. d. J= 8.0Hz), 8.36(2H, brs), 9.32(1H, s), 10.99(1H. s). 
[0150] imMm^5) 4-c^hi373i:=/VT9cr:^tKndri^p<-hO-ai^2-j5'tJObyf^/H^i;?:^ 

mMmixm^ntcui?yiMgii.zmmom^)%:R}t^^m^An. dig 0.397ml 

(2.3 mmol), HOBt 0.262g(1.94inmol). S.U«rfi|SON''-Fnioc-4--hn:7ic^/vr7= 
>'1.02g(2.3mmol)S:;!lP^-C18l^^, M^{-fiV^-Ci/a:-;^;--e^MLfCo l^^fl^ 
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25%fc°-<yv?WDMF 10mMx.-C. II^PhI^^L/c. Sl^i^i^Tm^ 

:/?rDMF. /V. THF. y^^y—zV, p^jJ'/— /U. ^Dn7f;/VA, en— 

[0151] (||>!fe^aj46) (S)-2-^:/>'/VT5/-3-(4-::^hn>'3:=/l-)-N-fcKndev^pf;?|-:^T5 
KWb-a-i^No.41]0-a'^ 

^Jfe^j45Ti#bnfc:V>'V150mg(0. ISmmol^i ^)^^no7iN/VA2mUci^^L. 
XTyVxt:K79.6mg(0.75minol). ^l^=3r^7— >^;^ii*^^ID;i4.5^F^^MLfCo 

x.x^ux^2 B r^ii#Lfco Rft^nr~m. mm^mt. uv^^z-^dmp/tr. dmf. 

LXntCo 

MSCFab.Pos.) : m/z= SieCM+H]' 
[0152] (MM^Al) (S)-2-(t°i;^;?:/-2-^>'Vp<^yV')T5/-3-(4-:::ihn7in:=:yV')-N-tKn^i/ 
y^afc:°^>T^K[^b'^i^No.42]0^^!fe 

^V-XT/Vy^'tKOft^^O {C2-t°y v?y;^;/V:!HT/Wx tK80.3mg(0.75mmol)^ffl V ^T 
^^g^J46^ll#<Dm^^^^TV^;^|B<^)'^k^i^Ohy:7y^:tDg^^^9.3mg|^g^^^fe@ 

MSCFab.Pos.) : m/z= 317[M+H]' 

(^Jfe^»l48) (S)-2-7'nlf/VT5/-3-(4--hn73ic^/V)-N-tKn^i^yat°;^yT5 
K[^b-^!^No.43](7)'^fife 
^;/XT/Vx tK<^ftfc>t) t-^ry T/Vx tK44.3mg(0.75mraol)Srffi V ^Tllii 
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MS(Fab,Pos.) : m/z= 268[M+H]* 

^yXTyl^x tK<Df^t>«? l^i^i5'n^:^f-:^;^7/V7HT7Wx tK84. lmg(0.75mmol)^ffi 

MS(Fab,Pos.) : m/z= 322[M+H]* 
[0153] mMm50) (S)-2-fy7'ntVVT^y-3-(4-^ho7aic:i/l-)-N-l:Kn^>'7'nt°;^-:^ 

MMm4SX%hinfcl^i^>150mgiO. 15mmol4i ^)^^jfii5'i3t3Jfc/WAlinl, 
/—/VlmlizmmU r-feh>'43.6mg(0.75mmol). iyT/7kmt^^^m^h])^J^ 

i^2(fif>hvy/^^:t^mm/i^^\^:^/^j^mm2mi^mx.xmux2mmmmLfc. mm 
^mhtifcmmtu'jym^vtmm^m^xmm^^^Ltcommmmmm 

^mn^mi^tL-xntco 

MS(Fab,Pos.) : m/z= 268[M+H]' 

iMMMSl) (S)-2-iXiJ^n^^i//WT^y-3-(4-^hn7air:/V')-N-l:KPdt^^x7'cifc°^ 

^i^^fTV^;^|E(^^k'g'i^(Dhy:7/^:tng^^:^51.7mg^^S&@^iL-C#fc:o 
MS(Fab,Pos.) : m/z= 308[M+H]' 

[0154] mmm52) (S)-2-(l-p<^/V't°^y^:^i^-4-r/>)T?/-3-(4-^hn:73i=/V')-N-tKn 

T-feh>'(^ft^P«9(Cl-^f^/Vt°^yi;;?y-4:t^^84.9mg(0.75mmol)^fflV>rS^ifef!j50 
^l^il0^^t€r^tV^^tBO^k^!^(Dhy7/^;^^g^^:^78.2Ing^g^^||^ll#:^LT 

MS(Fab,Pos.) : m/z= 323[M+H]' 
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f\jM(DWangU-Jl^('^U::^^l^:^UW. 100-200^:yv'^. DVB 1%) 2.01g(2.20mraol 
ffi^)^S:DMF lOmlfcSi^L. rti|g(DN"-Boc-5^n>/:/1.253g (4.40mmol). HOBt 
594.7mg(4.40mmol), S.tJ'DMAP 41mg(0.33inmol)^;!)Px.fCo r^lilDIC 

[0155] (Ili£^'!]54) (S)-2-T^y-N-tKndr'>-3-(4-73i^5^/V;^^i/73i=/W)7'nfc°:t>' 

IIJi^»j53-e#btlfc V>^:/200mg(0. 16mmoH=B ^)S^^y:73l=/^7^:;^7^ V126m 
g(0.48inmol)©THF/i^oci;f:/VA(=l/l)^?{fe' 2mUril^L, 73.;^^/VT/V3— /V 
58.6ing(O.48mmol)^0v^:i^f^/WTyC^::(7;V7j?^^(i!JJ[T> DEADirfBi") 40%h/W:i^y 

DMF. THF. i^vivi:^/VA, ^rtiu-^;VJ>,;i^ /^/V^^. 

nmLito :ia'112.5%tVu^i^/vr^l^(DTHF/;<^/-/WM=2/l/l)mmi: 

m 2m\x^^u %<Dmmt^i^^fco mm^mmu mmmmnmm:f]yj»xn 
wtvxmtco 

MS(Fab,Pos.) : m/z= 301[M+H]* 
[0156] iMMi^\55) (S)-2-T^y-N-tKndE^i/-3-(4-:/Dt:VV;^-=Jr>'73.::::/V)7°cit°;^>'T^ 

:73:;^^/VTyV3— 7VOf^t?«9tLTl-7"a/V— /W28.8mg(0.48mmol)?rffiV^-C^ 
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MS(Fab,Pos.) : m/z= 239[M+H]^ 

(MMm56) (S)-2-T^y-N-tKndrv'-3-{4-[2-(^/V7j^y:^-4-('/V)3ih=^rv']:7cc:::i 

MS(Fab,Pos.) : m/z= 310[M+H]' 
[0157] (Ilife#ij57) N"-Boc-^i3v':/fcKn:^rf-^— bO-^fi#2-:J'nctM;^/H^v?i^(D-g'^ 
Hife^J l-e#feixfc:l/v^Vl .91g(l .93nimoffl rfJiScDN" -Boc-^niy^ 
1.360g(3.86mmol). HOBt 652mg(4.82mmol)^DMF10mUC^)S|Lfc^^(^^j5|tDIC 
0.74ml(5.79mraol)^;bPX.yS:o mMXZ 0 F^^MLfCo ^f&j^T^. ^iS^R^^tSUL. 
DMF, THF. iJ'nnjjN/V'iN, ^vixrt^/Vh.:^^ ^—fi'W^. i>:xu^ fVz^—'r 

fVX'StW. W^\Jk^ ^tb{Cp<i5'/-/V5mU THF SmK lmol/l7K^>fb':^hy!J'^*^?S 

/DMF. DMF. p<i5'y— /V, ^xixi'^)VJ^, x/^-e^5fc^|^L. #.tB<Z)Uv'>'^#fCo 
[0158] (^ig^j58) (S)-2-TV-N-tKf^i^-3-(4->^^^/V:t^i/73i=/V')yDt'';^^T$K 
['fb-^i^No.Sl]®'^^ 

llife«»j57-e#e>tvfeVv':^200mg(0. 19ininol+a ^)|;iDMF2ml^t;5;^c^{kf-hy!>A 
(60%) 15mg(0.38mmol)^jjPx.^?aTM05>50^SL/Co ^^fca'^fb:/^:/ 
69.9mg(0.38mmol)Sr^il^tv;!ja^-C^a-e23l$r^ifci^^LfCo SlSi^T#. ^IK^^ 

l^v^V^SrDMF/*. 7K/P«^/-/V. i5'OD3j>/WV^^/-/V, DMF. 
THF. oi— x/V-eJ5fei^L]/to itV(e:25%hy7/W;rnS^^i5'i3a7js/VJ^^ 

E©'fb-a'i^Ohy7/V:^ng^i?:^3.9mg^^mia^^i:i:LT#fCo 
MS(Fab.Pos.) : m/z= 253[M+H]* 
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[0159] (IIJfe^j59) (S)-2-T5y-N-fcKn^v^-3-(4-^:^^/W::^-^i/73:n/k):/i3f;*-VT 
MS(Fab,Pos.) : m/z= 267[M+H]' 

(MMmO) (S)-2-T5y-N-tKndriy-3-[4-(4-7/V:ta^>'>'/V:^-=3rv')7a:cx/v] 
B^^t-:^^>(Dj^t^^tLrX4:-yjV:tri^l^^JjU^xiy^h'54.9mg (0.38mmol)^^ V ^ 

xmmm58tmm(Dmi¥t:no:ztizxmmoit^m<ohvyM^mm^2.8mg%: 

^m^mi^tLxntc. 

MS(Fab,Pos.) : m/z= 305[M+H]* 

[0160] (Hifefdei) ish2-r^y-N-\ih'n^i^-z-[A-{i-y^uy-2-^/v?i^/v:t^i^)y:r: 

B^^t^^y(Di^t>y)tLX2-i-Z7^U^^;^^/\^^ny^h'67Amg (0.38mraol)^ffl V ^-C 

mmm58tmmomi^^no^tiai'omf&<Dit^!^<Dh]}7;v:tnmm^2.omg^m 
m^mwtvxwco 

MS(Fab.Pos.) : m/z= 337[M+H]* 

(MMm62) (S)-2-T$y-N-fcKodfix-3-[4-(2-i5'ai3^^i^/V;^-df^')7a:-/V]7'ci 
3'>'fb7'^>(Dftt?i9^LT2-i5'Dn^^v?/Vi^n7^K61.2mg(0.38mmol)^ffiV^T^ 

mm58m^^(Dmi^%:m^ti,zxmB(Dit^m(Dhvy/i-:ttim^mAmg^^n 
^mwtLxmco 

MS(Fab,Pos.) : m/z= 321,323[M+H]' 

(MMmeZ) (S)-2-T^y-N-tKndrS/-3-[4-(4-h!;7/U;i-ay^/W^>'v?/V;t^v^) 
3!>'fb:^i5':^Of^*?9tbThy7/V;tn^5^/V^Vi?/l/^ci7-YK73.9mg(0.38mmoI) 

^m^^xmmm58mm<Di^i^^no::.t\cxmm(o^t^m(Dhvy/i^:t^mwm. 
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MS(Fab,Pos.) : m/z= 355[M+H]' 
[0161] (Ilii^j64) (S)-2-T^y-N-tKo=3r:/-3-[4-(2,3,4,5,6-^^i?7yV:tn^:Xv^/U;t 

MS(Fab,Pos.) : m/z= 377[M+H]' 

0.577ml(4.8mmol). HOBt 0.844g(6.2mmol). RU^M(DN"-Boc-N^-yi^;V5./\^h])^ 
Vyyy 1.262g(3.61ramoD^;!JP;tT^iar*20^r^MmLfco ^^&i^T^^ ^IK^I^t 
. DMF, THE. p<^y— /V. iJ'an:e>/Wis-e^5fc?^Ls l£i!tLfCo i:i{CDMF lOml&TJ^tK 
9e>Vl7KfPi^0.5mlSr^JP;tT. 4l^ra^l!L5to Si^^i^T^. ^ISE^Sr^#. ui^y^ 
DMF, p^^J^y— THF. /V, i^rnn/jN/kis, p^^J?/— /V^ i:rpD7J^;^i^, oi— r 

[0162] (lli6^J66) (S)-2-TV-3-[l-(2,4-i;'7/l^^ci^:/i^/V)-lH-l'>'K-/V'-3-('/W] 
-N-fcKi3dE^i/>^nt:°;^->'T^Wfc-^i^No.58](Z)'^j^ 

^5fe^j65-C#fetlfcl/v^:^150mg (0.13mmolffi^)^DMF3ml(Cll?iL. 
iN84.7mg(0.26minol), 2,4-v^y/V;^-n-<>'i://V:/n-7^K53.8mg(0.26mmol)^;!jPX.-C 

THF, ^^3CIJJ^/^i^, r/V-egfe^L^t. ;itl(J:30%hy7/V;rng^^/^nn7jN/VA^ 

ige2mi»;tT^m-e2it^«i[L:feo WMz.);y)nhfiitm^hv^^vm^\jm 

0^ffl(O'fb^i^(Dhy:7/V;tn|^^:^4.7mg«Mfe@^*:^LT#fc„ 
MS(Fab,Pos.) : m/z= 346[M+H]' 
[0163] (Ilii^»|67) (S)-2-T^y-3-[l-(4-hy7;l':^-n7{^7l'^:/i^7k)-lH-^^^K-/W3-^ 
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MS(Fab,Pos.) : m/z= 378[M+H]* 

(MMmeS) (S)-2-T5/-3-[l-(3-^^/V-4-^ hn^>^i^/V)-lH-^^K— /l'-3--Y/V 
]-N-tKndrv'ynt°;a-^T^K['(b-a-tlNo.60]<D'g-^ 

^ife^j65-C#f>tifc:Vv^i^l50mg (0.13ininol^i^)$rTHF3ml(e:®^iL. 3-^^/V 
-4-^hD^:^S//PT/V3— /W8.3mg(0.26inmol). MJ^ai^/l^Jj^^^^^f:/ 
68.2mg(0.26minol), DEAD 40%h/V:n>'^^ 0.118nil(0.26mmol)?:*Px.r^?a-C24^ 
mMi^VtCo SfSi^rm. ^^^^V^TDMF. i:^nn7}^yVi./^^y— /V, THF. ^uu 
7js/ki^, 31— x/vr-i^fe^LfCo ^(C30%MJ7/V;d-pg^^/i^PO7}N/WiN^M2ml^;!JD 
x.r^®r*2^PflMMLfc:„iii§tcit)#bti«^tVi^>'$ri5fe#L«?K^Sr« 

^t^m<Dhvy^i-:ttimmms.6mg^^n^mi^tvxnfco 

MS(Fab,Pos.) : m/z= 369[M+H]' 
[0164] imMMGd) (S)-2-T^/-3-[l-(2-73:r:^/Vai5^/V)-lH-'l'yK— /W3-r/V]-N-tK 

2-:)<'^;v-4:-=-Vvi^:yi^/VT/\^=t^/V<Di^t>*)tLXy3^^^/VT/V=t^;V 

ziMo.26mmo\)^m\^^xmMmQ8tmm(Dmi¥^n^^ti^xmB(D^t^m(DV]) 
y/u:tnn!fmmz.zmg^mn^mw^thxntco 

MS(Fab,Pos.) : m/z= 324[M+H]' 

(IIJi«?tl70) 2-Boc-T^/-4-(2-T^/:7it::::7V;{7/W^^>r/V)-:/^iJy^Ti/5'Kl:K 

^ii0iJ2Ti#btlfcWi/>'l. 1867g(1.07mmol^@ ^)?:DMF 15ml(^^j®Lo-:7a:::il/ 
yv^T^y347mg(3.21inmol), HOBt 433.8mg(3.21mmoI)^;!)P;tfc„ r^llCDIC 
0.37ml(3.21mmol)^;!)Px.TgttT'3 B K^MLfCo S^S^T^. Sf&^S^ML. iJ' 
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[0165] (mMmi) (S)-2-T^y-N-tKn^v'-4-(l-7'ntVwlH-^^X-r^yv^-/W2-^ 

llife0!j7O-C#^>tLfcVv^^^l4Omg(O.l Immolffi '^)^5%:t/Vh@^^^/V/THF^ 
?^lmHC^«L. :/nt:°:tVT/WxtK31.9mg(0.55nimol)tt^. ^U-vmmMm^ 

KfSIS^ML. /V. DMF, THF. ^un^/VA, ^tiU7i^/UJ^yi^J-~/VM^ 

, :ii-xyv-egfe^^. ^m^tco :i^imm2mm\ix.x6ox:x5mmmw\.fco Rjt^ 
m^mm.u i-i^y^mm 2m\xm^u m^^(DKjt.m\^i}[ix.mm\.fco 

MmmimmLxzmmwu mm^m&^^Ltco mmi^Mnhtitcmmt 
ui^i^^mit^i.fcmm^m^xmm^^^Lfc.mm^mmmm^mm:f39J^\^x 
<>xmmir^^t{z.xmm(Dit^m<Dhvy/i^:tn^mm.njmg^^^mwtvx 

MS(Fab,Pos.) : m/z= 277[M+H]* 
[0166] mmm72) (S)-2-T^y-N-hVu^iy-4-{l-y^^^;V-m-^yX^S.yy^-/l^ 
-2-(/U)-:/^^^h^lit^mNo.63](D^^ 
y^l^:r:/T7^7'tK<^ft:^:>«9i:L-C7rE:■:^-t^/^T/V7^tK66.1mg(0.55^lmol)Srffi 

\^xmmmnmU(Dmi^t:m:iticxmmo^t^moh}}y/^-:tnm^M 

12.4mg^Sr e fe@#:tLT#fCo 
MS(Fab,Pos.) : m/z= 339[M+H]* 

(MMmiZ) (S)-2-T^y-N-tKi3=3ri/-4-[l-(4-::^hl3^>v?/l-)-lH-^>'X-r^iry' 
7'nt"Jd-i^T7V^tK©f^t?0^LT4-riho^i^XT;Vy'tK83.1mg(0.55mmol)!|rffi 

^^xmmm7itmm(Dmf^no^ti^xmm(Dit^!^(Dh])y/\^ytmmm. 
i2:2mg^&^mi^tLxntio 

MS(Fab,Pos.) : m/z= 370[M+H]* 

iMMmU) (S)-2-T?/-N-tKci^i^-4-(l-^:/^/W-lH-^yX-Y5i5^>^-/V-2- 
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MS(Fab,Pos.) : m/z= 305[M+H]' 
[0167] (HJfe^JTS) (S)-2-T5y-N-fcKn^v'-4-[l-(2-^h^->-<>'v^/l-)-lH-^>X^^i5^ 

^lS««j70T'#fetlfcUv^:/125mg(0. ISOmraol+i ^){wTHF lml&U?2-^h^v'^y 
XT/V7^fcKl02mg(0.75nmiol)Sr;!lPx.. ir{C^/Ty7K^'fb*!J^^':^^y!^A 
47. lmg(0 JSmmoO^tf :^/Vh^^hyp<^/VO. lml?rp<iJ^y--/VlmU;i^jS|Lfc^?^^;!lP 

^T. ^M-e2 0 mmmLtzo rj^^t^^. Kmrn^umu ^^y-/^. dmf. thf 

2ml^;!jP;tr60t:-e5l^r^^#Ufc„ SfS^^^ii^L. Uv?V|:@^^2ml-ei5fe?tL. i5fe 

/\-:i-^mmm.^mg^&^m^tvxmfco 

MS(Fab,Pos.) : in/z= 355[M+H]* 
[0168] (^Jg^j76) (S)-2-T^y-N-tKndrv'-4-[l-(t:°yv?V-2-'<yM^/^)-lH-^VX-r 

2-p«h=¥;/'<>'XT/VrtKOftfc>'9i:t-C2-l:°yv?:/:*/i'jJ^"T/V7'tK 

8o.3mgioj5mmoi)t:m\^^xmmm75mm(Dm^^no^t\Mmu(D^h^m<Dh 
vy^i-:t^mmm.9mg^&^mwtLxmtio 

MS(Fab,Pos.) : m/z= 326[M+H]' 

mmmn) (S)-2-T5/-N-fcKn=3rv'-4-(l-:/5"/WlH-^:yX-|'^^/-7W2-r 
/V)>^^7^K['fk-^ifelNo.68](D-a-fife 
2-;>^h^i/^>'XT/VrfcK<Dft:b«9i:LT:/'^/VT/V7'tK54.1mg(0.75mmol)^ffl 
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MS(Fab,Pos.) : m/z= 291[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.93(3H,t,J=7.3Hz),1.36(2H.sext,J=7.3Hz),1.75(2H,quint,J=7.3Hz),2.29(2H,ni),3.15( 
2H,ni),3.82(lH,t,J=6.6Hz),4.33(2H,t,J=7.3Hz),7.48-7.54(2H,m).7.75(lH,d,J=6.8Hz) 
,7.85(lH,d,J=6.8Hz). 

[0169] (S)-2-T$y-N-tKn:^iy-4-(l-;^-i5^^yW-lH-^:xX-r^y)/— /V-2-^ 

2-p<^^i/^i^XT/^xtK©f^^p9tL-t:ti?'i?':^— /V96.2mg(0.75mmol)^ffiV^X 

MS(Fab,Pos.) : m/z= 348[M+H]* 

i^Mmid) (S)-2-T^/-N-tKndriX-4-(l->^n'\de^//M^/V-lH-^>'X^5 
y>^-/W2-r/V)^^^5K['fb'^i^No.70]«D-a-^!g 

2-yh^S^^yXT;Vxtmft:b«9^:LTiyi5'o^dri^>:!f7;VyKT/VT''tK 

y:7/V^Dg^^Jt3.4mg^ fi^@#:i:LT#/Co 
MS(Fab,Pos.) : m/z= 331[M+H]* 

(11*10080) (S)-2-T^/-N-tKD^i/-4-[l-(2,2-v^^^/vytit'/V)-lH-^:yX-|'^ 
^y'-/W2-^7V]:/^75KMb'^tlNo.71](D-^fife 
2-^h^v'^i^Xr/VxtK(Of^t>«9tLTtV^/VT/V7^^tK64.6mg(0J5nimo0^ffi 

\^^xmmm75tmm(Dmi^^m:itKxmB(D^t^m(Dhvyji^:tvi^mm.8mg 
^i^^mwtvxmco 

MS(Fab,Pos.) : m/z= 305[M+H]* 
[0170] imMmSl) (S)-2-T5y-N-tKpdrv--4-(l-^y:/^/V-lH-^:/XV^i5^>^-/V-2- 
-^/V):?''^7^mb^i^No.72]<D^^ 
2-p<bdE^'>^:^Xr;VxtK©f^:bl9tLT^y:/5^/VT/V7^tK54.1mg(0.75mmol)?r 
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4.5mg^ SfeS^iLT^fCo 
MS(Fab,Pos.) : m/z= 291[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.92(6H,cl,J=6.6Hz),2.18(lH,sept.J=6.6Hz),2.27-2.35(2H,m),3.08-3.13(2H,in),3.81( 
lH,t,J=6.6Hz),4.12(2H,d,J=6.6Hz),7.40-7.51(2H,m),7.72(lH,d,J=7.8Hz),7.81(lH,d, 
J=7.3Hz). 

(MMMBi) (S)-2-T5/-N-tKP=3ri^-4-[l-(4-:7/l/;t-n^:yv?/W)-lH-^yX^5 
^J^y— /W2-('/>]y^75KWb-a-i^No.73]©-^^ 
2-p<hdE^v'^>XT/VxtKC)ft:bl9i^Lr4-7/V:^t3^>^XT/V'7^fcK 

MS(Fab,Pos.) : m/z= 343[M+H]* 
[0171] (mmmSZ) (S)-2-T$/-N-fcKP^i^-4-[l-(4-t->^f"/V-<i^i^/l')-lH-^yX-r5 
^y-/V-2-^/H:/^75KMb'^tlNo.74](D^fig 
2-^hdri/'<i/XT/VxtKO'R;t)'9^L-r4-t-:/5^;v^>'XT7Vxt:K 

MS(Fab,Pos.) : m/z= 381[M+H]* 

(lliS^!j84) (S)-2-T^y-N-tKndE^>'-4-(l-iXi?n^^iX/V-lH-^yX-r5^y- 
yV-2-'l'7V):/^7^K['fb'^i^No.75](D'g'^ 
2-:)^V^i^^:yXr/\^T\iV(Di^t>^tLXi^^u^^-^^:y7ZSmgi^ 

xmmm75tmm(Dmi¥t:m^tizxmB<D^t^^<DhvyMnmkm3Amg^ 
&^mwt\.xmco 

MS(Fab,Pos.) : m/z= 317[M+Hr 

(^ife^j85) (S)-2-T^y-N-tKn^^>-4-[l-(7^h7tKnfc°7>'-4-l'/V)-lH-^yX 
^5>5^y-/V-2-f7V]^^7^K['fb-^tlNo.76](D'g-fife 
2-;;<bdpi/^yXT/V7^tK©ft;bt)^:LT-rb9l:Kat°^>'-4-;fy 
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MS(Fab,Pos.) : m/z= 319[M+H]' 
[0172] (^ifefdSe) 2-T^y-N-tKt3^iX-4-[l-(l-p«5^/V-t;°^yi^V-4-^/V)-lH-^yX 

MS(Fab,Pos.) : m/z= 331[M+H]* 

(MMmSl) (S)-2-T^7-N-tKn:arv'-4-[l-(2-^^/l'>^^/V)-lH-^:/X^^i$^i/ 

2-p<h^C/'<:/XT/VxtK(Dft^?'9i:LT^y^^^T/V-rtK64.6mg(0.75mmol)^ 
ffiv^Xll»J7l^|^#<^^f^tr^T5i^^^:J:•9^IBcO'^k'a'i^(D^y7/^:^ag^^:^ 
9.9mg?r afe@^^LT#fCo 
MS(Fab,Pos.) : m/z= 305[M+H]* 

'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.98(6H,d,J=6.4Hz),1.61-1.73(3H,m),2.27-2.33(2H,m),3.09-3.13(2H,m),3.81(lH,t,J 
=6.6Hz),4.27-4.32(2H,m).7.43-7.50(2H.m),7.73(lH,d,J=7.6Hz),7.78(lH,d,J=7.6Hz). 
[0173] (^Jfe^jSB) (S)-2-T^/-N-tKci:3pi^-4-(l-'^^v'/WlH-^:^X^5^V'— /V-2- 

W^^y5K[{l^-a'«^No.79](^'e'fife 

2-^h^e/-<^XT/VxtK(DfttP!9^^br^^i^^— /W5.1mg(0.75mmol)^lrffiV^r 
llife^j71i|^#Ogfef^^^T5^i{i^J:9^lE<Djb^#I<Dhy7/V^a@^^:ai6.3mg^e 

MS(Fab,Pos.) : m/z= 319[M+H]^ 

(Hiif (189) (S)-2-T?y-N-t:KP=¥-iy-4-(l-^7'^/WlH-^>'X-t'^yy— /W2- 
-l'/V):/^7^K['fb'^!^No.80](^-^fig 

2-p<^'¥i/'<>'XT/^7^tK(^f^^t3^9i:LT^^^-:^— /V85.6ing(0J5in^^ 
IIM^»J7li|^;^oafef^^ff p::i:ti:J:?)^iB<D^l:-^i^ohy7/w:tctg^^li2. imgt: & 
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MS(Fab,Pos.) : m/z= 333[M+H]* 

iMMm90) (S)- 2-T^y-4-{l-[2-(4-t->^'^>'V-7a:-/V)-2-p<^/V-ynfcVV] 
2-7«h^S/^:/XT/VxtK<Z)ftt3«9i!Lr2-(4-t-^5^yWy^3i;:^/V)-2-p<^>'V:/nt' 

MS(Fab,Pos.) : m/z= 423[M+H]' 
[0174] {MMmQl) (S)-2-T^y-N-tFndeV-4-[l-Ct-7^^:/-l-^/l>p<^/V)-lH-<:/X 

\^^xmmm75tmm(D^i^^m:iB^xmm(D^\:^m(Dhvyj^ytvimmm2.8mg 
%:&^mwtvxmzo 

MS(Fab,Pos.) : m/z= 375[M+H]* 

{MMm92) (S)-2-T5/-N-fcKD^i/-4-[l-(5-i5'i3 n^:t7a::/-2-f/V)-lH-<y 
XV5^y-/W2-r/V]:/5"75Wb-^i^No.83]<^^fife 

2-p<h^i/^:yXT/WxtKOftt39i:LT5-iJ'np^:2h7^y-2-;&/Wj}<T/VxtK 
110mg(0 J5imol)SrffiV ^TllWJ75ill«(DS&f^^m:li:^^J;t)^fEO>fb'^^^0^ 
y 7/V:^ng^^i&4.3mg?r e^@^^c^L-C#^o 
MS(Fab,Pos.) : m/z= 365,367[M+Hr 

(^Ji^j93) 2-Boc-T5:y-4-(2-T^y-4,5-i^^^;W7a.r:;V;«7/W-^^^/V)-:f^i; 

MMM2Xnhtifc\^i^:^2Mgf.lMmmom^)t:DMF 15mii^:^i^SU,5-v^p{5'/^ 
-l,2-73ic^l^>'v?T^V1.28g(9.39niinol). :RTWOBt 1.27g(9.40mraol)SriPx.fCo 

iCDlC 1.45ml(9.40mmol)^;!]Px.T^ST'3 0 mWML-fCo S^Si^T^. RftM^M 

^uu:tsjvj>,, DMF. 3:-x/^T'^*^l^. ^^1-Swi:{ci0^te<^i^v?:^^#fCo 
[0175] (||JiS«aj94) (S)-2-T^y-4-(l-i^^P^^i/yW5,6-i?^5^/V-lH-^:/Xxr5i?'y- 
/W-2-^/W)-N-tKi3dp^>:/^75K[jl:-^#lNo.84]©^^$ 
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3 0 mmwuco siSi^T^. Rj^^m^mmu dmf. thf, ^a^7}^7^ 

iiSUL. p^iJ'/— /v. DMF, THF. i/viti:^;UJ^}^^/—;l'^^. a:— 

mm:tiyAX'mMu ^^mw-^wco ^n%:25%hvy/\-ytnmw^v^^^i^-^Mm\:i 
^:it\z.^mm(Di[:-^m(DWjy/^^nmmM27.6mg^&^mwtLxmfco 

MS(Fab,Fos.) : m/z= 345[M+H]' 
[0176] (mmm95) (S)-2-T^y-4-[l-(4-t-:/^/V-<yi^/V)-5,6-v?p<5^/WlH--<VX^5 

^/^n^^f-yXDfttp?) tbr4-t-:/5^/V-0'XT/V7*tK373. lmg(2.30mmol)^ 

34. img^&^mi^tvxmco 

MS(Fab.Pos.) : m/z= 409[M+H]^ 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

1.24(9H,s),2.27-2.35(2H,m),2.32(3H,s),2.35(3H,s),3.10-3.18(2H,m),3.80(lH,t,J=6.6 
Hz),5.51(2H,d,J=lL7Hz),7.11(2H,d,J=8.3Hz),7.38(2H,d,J=8.3Hz).7.45(lH,s),7.51(l 
H.s). 

[0177] mmm96) (S)-2-T^y-4-[l-(4-7/V':to-<Vi?/V)-5,6-:^y^/WlH-<yXV5 
^y-/W2-^/V]-N-tKndfV:/^7^K[>fk'6'i^No.86](D-^^^ 

^/^^^^i^y>-(Dftt?•9^LT4-7/^:^^^:/XT/^•rtK285.5mg(2.30^lmol)^ffi 
V^T^]!i^J94ilnl#<^a^f^^fi'5^<^^-J;9^IE(D>^b-a•^^Oh^J7/^^^g^^:^ 
23.8mgSr efe@#:i:bi:#fCo 
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MS(Fab,Pos.) : m/z= 371[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

2.21-2.28(2H.m).2.32(3H,s),2.35(3H,s),3.11-3.18(2H,m).3.79(lH,t,J=6.6Hz).5.55(2 
H,(i,J=11.2Hz),7.21(2H,t,J=8.5Hz).7.28(2H,dd,J=5.6,8.5Hz),7.45(lH,s),7.53(lH,s). 
[0178] mmmOl) (S)-2-T5y-4-[l-(4-p<h=¥^^-<:/v'/V)-5,6-i^^^/V-lH-<>'X-f5^ 

iy^:^a^dri^y^(75ft:b^9^br4-p<^^v'^^XT;^xtK313.1mg(2.30mmol)^ffl 
MS(Fab,Pos.) : m/z^ 383[M+H]*. 

(Ilife^j98) (S)-2-T5:y-3-(4-T^y-:7a:c:^/W)-N-tKn:?riy7°nt°:^^T5:HBk-^ 
IIJfe^aj44-e#b*lfdt:^i^20.0mg(0.059minol)^p<i5'7-/Hml{C^j^L. 10%/^7 

MS(Fab,Pos.) : m/z= 196[M+H]' 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

2.77(lH,dd,J=13.7,6.6Hz).2.84(lH,dd,J=13.7,7.6Hz),2.56-3.63(lH,m),6.55(2H,d,J= 

8.3Hz),6.87(2H,d,J=8.3Hz),8.23(3H,brs),9.27(lH.s),10.95(lH,s). 
[0179] (^Jfe^j99) (S)-2-(->i5'n^dre//vy^/V-T^/)-N-tKctdri/-3-(4-^ha7ai^;V) 
7'ot°:*-yT?K[^b-^i^No.44]©-^fife 

(IIM0!I99-1) 2-(^/i5'n^drv'yVp<^/WT^y)-3-(4-:=^hn:73i=7V)7'nf:^>T5 
rf?IS(7)N"-Boc-4-:::^hn:7i^/VT^=^^1.54g(4.75mmol)fC0t:(Cj^i(IL/cl0%ii 
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yp<^/vo.2mi^;()nx.. m^x-2mmmwLtco ^zKh\}T±h^^y7i^m^t^-^mi-hv 
m^m^mtvxmtco 

MS(Fab,Pos.) : m/z=321[M+H]' 
'H-NMR(500MHz,DMSO-d ): 8 = 

6 

0.73-0.83(2H,m).1.05-1.20(3H,m),1.20-1.31(lH,m),1.54-1.69(5H,m),2.19(lH,dd,J= 
11.2,6.6Hz),2.33(lH,ddJ=11.2,6.8Hz),2.97(2H,d,J=7.1Hz).3.45(lH,dd.J=6.8,6.6Hz) 
,3.58(3H,s),7.49(2H,d,J=8.8Hz),8.14(2H,d,J=8.8Hz) 
[0180] (IIJi^!l99-2) (S)-2-(v'i^n--=¥ v'/M5^/WT57)-3-(4-:::^ hD7ai^/W)-N-hy ^ 

^-M88.2mg(0.862nmiol)^iP;tT60'C-ei7l^ra^i^Ly5:o SiSi^T^. ^Wk^U 
a^^THF 3mU;i^^L. p<^/-/V3mU \mo\l\im\\L'fV)^ J^i^W^^x^X^ 

149. lmg(0.367mmoI)^i5'nci7jN/VA4.5mUC^j!^L^ WSCI:^^i& 
105.9mg(0.554mmol). ^t;^O-hy^;VtKndrV/VT5:>^106.7mg(0.387inmol)?r;!jP;t 

MS(Fab,Pos.) : m/z=322[M+Hr 
'H-NMR(500MHz,DMSO-d ): 6 = 

6 

0.51-0.70(2H,m),0.96-1.12(4H,m),1.37-1.49(2H,m),1.49-1.60(3H,ni),1.77-1.83(lH. 
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m),1.85-1.91(lH.m),2.54(2H,d.J=6.8Hz),3.06(lH,ddJ=7.1.6.6Hz),7.25-7.38(17H,m) 

,8.03(2H,d,J=8.8Hz). 

[0181] mMm99-Z) (S)-2-(^/i:'P--^v'/M5^yWT^y)-N-tKn^ix-3-(4--ha>'^::i 
IIJS^aj99-2-X?#btbfc'fb-^^^ 52. lmg(0.092inmol)?r30%M>7/V;*-Dg^^/^nn7|N 

JE^^tU ^tetD'fk'^#)<^hy7/V;rDg^@?:^15.9mg^Sfe@fl5:i:LT#fco 
MS(Fab,Pos.) : m/z=322[M+H]+ 
'H-NMR(500MHz,DMSO-d ): 6 = 

6 

0.87-1.00(2H,m),1.05-1.18(4H.in),1.58-1.77(4H.m),1.79(lH,brd,J=12.7Hz),2.54-2. 
64(lH,m),2.64-2.75(lH,m),3.14(lH,dd,J=13.2,9.8Hz).3.33(lH,dd,J=13.2.4.6Hz)„3. 
77-3.85(lH,n0,7.47(2H,d,J=8.8Hz),8.21(2H.d.J=8.8Hz),9.14(2H,brs),9.35(lH,brs),l 
l.OOdH.s). 

[0182] immmiOO) (S)-2-r^7-4-(l-p<^/WlH-<>'X^5:i5^y-/V-2-f/V)-N-tKpdr 

(^ife«3Jioo-i) is)-2-t--:fh^i^:)tj/v^=^/uT^y-4-im-^yXy(^^y-/i^-2-^ 

rfi|S®N"-Boc-://Vt$'^y^^:xi^/V:iiy^7"/W3.02g(8.95mmol)^Sr^ni3J|^/VA30n^ 
(Cl^jllL. WSCl:te^:^2.55g(13.3mmoI). HOBt 1.32g(9.78mmol)^^nx.. ^tams 
^^-PH^SJ^^^-arfCo i^D^^^^l,2-:7al:^wyv?T5:yl.l54g(10.7mmol)(^^^D^7}^/^A 

30mi^^K{;i^mTn^F^;5^tT^®TLfco ^?ai?$e>t2:i4^^^i«^^i^(tfc^. 
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MS(Fab,Pos.) : m/z=410[M+H]* 
'H-NMR(500MHz,DMSO-d ):8 = 

6 

1.38(9H,s).2.02-2.15(2H,in),2.22-2.34(2H,m),2.83-2.94(2H,m),4.12-4.18(lH,m),5.1 
l(lH,d,J=12.7Hz),5.16(lH,dJ=12.7Hz),7.07-7.17(2H,m).7.30-7.43(6H,m),7.52(2H, 
d,J=7.8Hz),12.17(lH,s). 

[0183] (^ife^Jioo-2) (s)-2-t->^h=3ei^;?;/V'33?=/vT^y-4-(i-^^/wiH— <^x-r^^>^ 

^ii0'JlOO-l-e#f3tlfdb'&!^5O1.4mg(1.22inmol)^THF ISmltC^^L. TK^'fb 
0.115ml(1.83mmoD^;!lD;trM-e31tra^#Lfc„ Sf5:*^T^> iJ^n 

MS(Fab,Pos.) : m/z=425[M+Hr 
'H-NMR(500MHz,DMSO-d ): 6 = 

6 

1.38(9H,s),2.10-2.20(2H,m),2.22-2.32(2H,m),2.86-2.98(2H,m),3.68(3H,s),4.17-4.2 
3(lH,m),5.10(lH.d.J=12.7Hz),5.17(lH,d,J=12.7Hz),7.14(lH,td,J=7.6,1.2Hz),7.19(l 

H, dd,J=7.3.1.2Hz),7.31-7.42(4H.m),7.47(lH,d.J=8.1Hz),7.54(2H,d,J=7.6Hz). 

[0184] mmmm-z) (s)-2-t-y^b^i/';5;/v^-/V'T^y-4-(i-p«^/wiH-^:^x^^i$^y 
/^7v?:>A^^i9.8mg^;!jpx.-c*^#ffl^T> ^^ar-so^rait^Lfec ix^s^rm 

. MSE^7-rhJ|jiT'^*U ^li^^«iL-C^ffi®>ft:'a^i^74.4mg^a^lilflsi:L 

MS(Fab,Pos.) : ni/z=334[M+H]* 
'H-NMR(500MHz.DMSO-d ): 6 = 

6 

I. 35(9H,s),2.02-2.15(2H,m),2.19-2.29(2H,m),2.85-3.00(2H,in),3.72(3H,s).4.00-4.0 
9(lH.m),7.16(lH,td,J=7.8,1.2Hz),7.20(lH,dd,J=7.8.1.2Hz),7.33(lH.dJ=8.1Hz).7.49 
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(lH,d,J=7.6Hz),7.55(lH,d,J=7.3Hz). 

[0185] (s)-2-t-:/h^>';(;yvxK-/kT5y-4-(i-p<f^/wiH-^;/XV^i5^y 

WSCI|£^J^60.4mg(0.315nimol). HOBt 34.0mg(0.252mmol)^i;?O-h!;^/VtKn:3{^ 
i^/VT5:/63.6mg(0.210mmol)^iJD;t. m&XnmmmWLfCo Rlt^T'^. 

'H-NMR(500MHz,DMSO-d ): 5 = 

6 

1.39(9H,s),1.35-L41(2H,m).1.62-1.79(2H,m),2.50-2.65(2H,m),3.60(3H,s),3.91-3.9 
7(lH,in),7.01(lH,dJ=8.1Hz),7.15(lH.td.J=7.1,1.2Hz).7.17(lH,dd,J=7.1,1.2Hz),7.23 
-7.45(15H,m),7.48(lH,d,J=7.8Hz),7.49(lH,d,J=7.8Hz).10.44(lH,s). 
[0186] (S)-2-T5y-4-(l-p<^/V-lH-^>'X^^yy— /W2-^/V)-N-fcKn 

llii^«J100-41?#btlfc>fb'g-<^90Jmg(0.154mmoD^20%hy7/W;a-i3g^^/i5'ap 

^^mwtvxmfco 

MS(Fab,Pos.) : m/z=249[M+H]* 
[0187] (HJi^SJlOl) (S)-2-:/Pfc'/WTV-4-(l-:/ntVV-lH-^:^X-r5^>^-/W2-r>'V 
)-N-fcKP=¥ixy^7^mb-^iJfelNo.90](^'^f!g 

(^ife^JlOl-1) (S)-2-t-y'>^v';(;yk7}^'^/VT5y-4-(l-:/ntVv-lH--<:/X-f5^ 
y^—/V-2-^^l^)-Zf^])y^Ti^yh' ^yv^/l^ 

mMmiOO-lXmhflfzi\:^m.728^A.22mao\)^:^THF dimzMMU tK^ 
'f^::^^y!J^-^^(60%)186mg(4.64Inmol)5.^;'l-^--K>^»3/^V0.823ml?r^)D;t-C^^fl-el.5 
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MSCFab.Pos.) : m/z= 452[M+H]' 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.85(3H,t,J=7.3Hz),1.24andl.38(9H,s),1.68(2H,sext,J=7.3Hz),2.11-2.20(lH,m),2.27 
-2.35(lH,m),2.87-2.99(2H,m),4.08(2H,t,J=7.3Hz),4.18-4.27(lH,m),5.10(lH.d,J=12. 
5Hz),5.17(lH,d.J=12.5Hz),7.14(lH,td,J=7.6,1.2Hz).7.17(lH,td,J=7.6,1.2Hz),7.33-7 
.42(5H,m), 7.50(lH,d,J=7.6Hz),7.55(2H,d.J=7.8Hz). 

[0188] {mMMioi-2) (s)- 2-(N-t-:/h^-:y*/vjJ^':=^/w^nt>T5y)-4-(i-:/aif/v 

^ii^J101-lT'#bnfc^b'^;^195.8mg(0.434nimol)^4mol/lJt'fb*^/i^:r^f->' 

2m\\zmmvx^U'^zo^mmwLfco ^jt^mr^^. ^»@*u m^7i^t:mx.. 

fCo ^ItU^^^y— /V4.5inU^^j^L. 7'PtVWT/V7^tK0.033ml(0.481inmol)Jlt;^:^/V 

h^mv;^^/i<i.imi^M^xmmr^75Mmwvito ^ti^ov^ntmu vvrth 

^/>^L. v?H-:/^/Vi^;(;/V/^';^-h280mg(1.30mmol)SriJP;tT^fi-ei6.5^P^jt^*^ 

^/g^^rcf-/i.)-ei^^L. ^IBO^b-a^^^l23.1mgtrilfe^a4*^^^L-C#fc„ 
MS(Fab,Pos.) : m/z= 494[M+H]' 
[0189] (^ife^!|101-3) (S)- 2-(N-t-:/h^->;<;;V#'-/v-7'ntVVT^y)-4-(l-7°ntVV 
-lH-^yX^^^y'-/V-2-r7^)->^f^y5/i^T;^5^KO'g-^^ 

|life^J101-2"^#bixfdb'^tH23.1mg(0.249nmiol)^^^?/— 7V6m«C^fi|L. 10% 
/■?7v?!>A^^37mg^;!)P;t. ^^^BB^T^tfl-Cls^^^^i^Lfcio ^J^:i^T^^ -fe 
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87.4mg^4ttfe*feWi^i:L-C#/Co MS(Fab,Pos.) : m/z= 404[M+hT 
'H-NMR(500MHz,DMSO-(1 ):8 = 

6 

0.78-0.86(3H,m),0.87(3H,t,J=7.3Hz),1.31andl.40(9H,s),1.40-1.61(2H,m),1.67-1.68 
(2H,m),2.12-2.24(lH,m),2.44-2.57(lH.m).2.82-2.95(2H.m),2.94-3.08(lH,m),3.13-3 
.28(lH,m),4.31-4.20(2H,m),4.20-4.28amd4.30-4.39(lH,m).7.13-7.28(2H,m),7.54(l 
H,dJ=7.8Hz),7.57(lH,dJ=7.6Hz). 

[0190] imMMioi-A) (s)-2-(N-t-:7>^V;«;/W)iK=/wyptVvT^y)-4-(l-:/ntVv 

^iffe^J 101-3-e#btbfc>f b'^i^68.0mg(0. 169nmiol)Sri^ciOJ}^/V'iN3mUC^iSL, 
WSCMBM 48.5mg(0.253mmol). v^/VtKn^>'/VT5:>25.0mg(0.204mmol) 

MS(Fab,Pos.) : m/z= 509[M+Hr 
'H-NMR(500MHz,DMSO-d ): 6 = 

6 

0.80(3H,t,J=7.3Hz),0.92(3H,t,J=7.3Hz),1.20-1.58(llH,m),1.73-1.82(2H,m),2.07-2. 
20(lH,m),2.33-2.52(lH,m),2.93-3.20(4H,m),4.20-4.34(lH,m),4.43-4.42(lH.m),4.90 

(2H,brs),7.31-7.49(7H,m),7.68-7.75(lH,in),7.79-7.91(lH,m),11.4(lH,brs). 
[0191] (^Ji^^!ll01-5) (S)-2-(N-t-:/h^i/;*;VJj<:::^/wynt:Vi'T5:y)-4-(l-7'ptVv 
-lH-^vX-r^^:/-/v-2-r/v)-N-tKn^i/>^f-7^KO'^fife 

^ife«»Jl01-41?#btlfdb-^«fe^49.8mg(0.0979nimol);Srai^/— /W2.5inl(C^fi|L. 
10%/^7i^'>A^^15mg<^*P^T7Ki^#ffl^TMr'50^^«i^UCoKiS*^Tm 

4Z.0mgt:mm^mi^tLXntio 
MS(Fab,Pos.) : m/z= 419[M+H]* 

{Mtl&Mm-6) (S)-2-7'ntVVT^y-4-(l-7'otVWlH-^>^X^^^)/— /V-2-Y 
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|l5£f!ll01-5-^#^tlfc'fk;-^tl38.0mg(0.0908mmol)^20%hy7/V;rn|^?^/i5^nn 

MS(Fab.Pos.) : m/z= 319[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): S = 

6 2 

0.94(6H,t,J=7.6Hz),1.67(2H,sext,J=7.6Hz),1.80(2H,sext,J=7.6Hz),2.28-2.40(lH,m), 
2.40-2.47(lH.m),2.77-2.83(lH,m),2.86-2.92(lH.m),3.14(2H,t,J=7.6Hz),3.77-3.82(l 
H.m),4.30(2H,t,J=7.3Hz),7.46-7.55(2H,m).7.75(lH,d,J=8.0Hz),7.87(lH,d,J=7.1Hz). 
[0192] ^MMmi02) (S)-2-(v'i5'n^dei^/Vp{^7WT5:/)-4-(l-^^/l'-lH-^>'X-Y5^y 
— /V-2-'Y/V)-N-tKn^i/y^~f-7^K[{b'a-tlNo.91](D-^fife 

(^ii^ji02-i) (s)-2-T^y-4-(i-^^/wiH-^^X-^^iry— /w2-^/P')-:/5^yy 

^ife^J 100-2T?#^tV^>f b-^i^508.7ing(l .20mmol)$r4mol/lit^b*^A::^:^^1^:/ 

2mUc^^LX^?a-e30^Pflii#Lfco ^J^:*l•Tm^ ^j^^W^L. ^®*^;t)Px., 
^^^^7)^/^i^-e;^<Ji^^5fc^tL/Co lmol/l7fc^'fb^hy!>A7k^?^?r;!)P;t^ v^^UtVX 

1r^:Lt\z.iJomi(oit-^mm.^g^m^mkmt\.x%tz^ 

{%Mm 102-2) (S)-2-(N-t-:^b=ar^/;«7/V:^?=/W->^J^P^dei/7V^^/WT57 
)-A-{\-;^^;v-m-<yXy(^^:/—;v-2-y(jV)-zf^^)y!7r'yy}i -^^v^/V 

llii0yiO2-l-e#bixfc'fk'a'tJl32.9mg(O.411irmol)'lr:^i5'nna^i?>'3ml{;: 
V^n^^^//V*/V7j?T/l^tK0.0496ml(0.41 ImmoDS. W/Vh'^^MJ^^/M). 1ml 

174mg(0.822mmol)^iJPx.. m^X20^MW¥Lf:.o SfSil^T^^ ^5'OD7)^/^3^^;!)P;t 

. lmol/l7K^>^b■:^^y!>i^;!K^^^g. m^'kM.-^x^uto ^^x^dmf 3mii\mmu 

i^-t-:^f^/Vv?;«?/VjK;^--hl79mg(0.822nunol)?rilP;tr^a-ei6^ra^i^^LfCoK 
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MS(Fab.Pos.) : m/z= 520[M+H]* 
[0193] (|life^J102-3) (S)-2-(N-t-:/h^v/;&/V7K=/V-i/i5^n^d{^v'/Vp«^7VT^y)-4-(l- 

^ife^J102-2-^#bt^fdb'^i^l27.7mg(0.246ininol)^:ni?y-/W6ml{C^^ifL. 10% 
MS(Fab,Pos.) : ni/z= 430[M+H]* 

(lliiflll02-4) (S)-2-(N-t-:/h^v';(7/V'7K=/V-iXi?n^^v';W^f-/VT5:y)-4-(l- 

^ife^J102-3-e#btT.:fe'fb-a'i^31.4mg(0.0731mmol)^:J^nn/jN/VAlml{^^^U 
WSCl^t^Jtl6.8mg(0.088nmiol), O-^>'i?/VtKndE^i//VT^yi0.8mg(0.088mmol) 

MS(Fab,Pos.) : m/z= 535[M+H]* 
[0194] (^ife^^ij 102-5) (S)-2-(v^i:'n^^v'/V^^/VT^/)-4-(l-^^/V-lH-<>'X^^3^ 

llii^J102-4-C#fenfC'fb-^tl28.7nig(0.0537mmol)^3:^y-/H.5na{C^ji?L, 
10%/-«7v^!J'A^^9mg^;!inx.T7K^#iaMT^MT'305>^aJi«^Lfc:oSl5;:i^T^ 

. ±y-(m7&xmmm^u mmmm. mm^i^Lfco ^fi^2m>hvy/\-^nm 
®*L. mm^yi^immLxmm^mmmm:^yj>>\^xoxmmu mm<Dit^m 

<Dh]}y/l-:^vim^mo.Zmg^B^mi^tLXnfc^ 
MS(Fab,Pos.) : m/z= 345[M+H]* 
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'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.99-1.01(2H,m),1.09-1.29(3H,m),1.60-1.84(6H,m),2.27-2.43(2H,m),2.65(lH.ddJ= 
12.2,7.1Hz),2.80(lH,dd,J=12.2,6.6Hz)3.10-3.16(2H,m),3.72-3.76(lH.ni),3.87(3H,s) 
,7.44-7.53(2H,m).7.71(lH.d,J=7.1Hz).7.81(lH.d,J=7.3Hz). 
[0195] imMmm) (S)-2-:/nlf/VT$y-4-(l-^^/WlH-^^X>r5^>^-/W2-l'/V 

(^il^Jl03-l) (S)-2-(N-t->'>dri/;&/W;}f:x7W7'ot:VVT5y)-4-(l-^f^/W-lH-< 

^JS^J102-ll?#e)tlfC'fb-a'*^121.2mg(0.375mmol)^;^^aciaii5':/3ml(C^fi?U 
7'ntVVT/VxtK0.026nd(0.375mmoimtl?;r/l'h=3iS^hy^5"/V0.1ml$r;!)P;t-C^m 
-C30^ra^#Lfeo "(ChyT-feh=¥iy*^^b*r>^^hyi>i^l59mg(0.750mmol)^ 

164mg(0.750mmol)M^T^M-ei5l^^^#Lfco HJS«l-Tm. ^SE^@*L. 

^b'^#j81.9mg^^fe?^^^i^^LT#fCo 
MS(Fab,Pos.) : m/z= 466[M+H]' 
[0196] (^ife#i|103-2) (S)-2-(N-t-:/h=3ri>';&7l'7K=/V-yntVVT^7)-4-(l-^^/V-lH- 

^»J103-ll?#PjtLfc^b'^«J^81.9mg(0.176mmol)^:ti?/— /W.2ml(C^j¥PL. 

10%/-?7v?'>A;^*24.6mg^^PX.. *^#lffi^T^®-t?1005^P^it#L/c„ SJ>S!^ 

MS(Fab,Pos.) : m/z= 376[M+H]' 

(^Jfe0'JlO3-3) (S)-2-(N-t-y^^^i/;^;/^5i^'=/w:/'^t'-T57)-4-(l-^^/^-lH-^ 
i^X^^^'y-/V-2-ryV)-N-^y>'/V;^df-iy/^^5)<'(;o-^^ 

^Ji^J103-2-e#&n:/t'fb-a-#»55.8mg(0J41inmo0^:J'Dn^/^i^i.5mliC^^L. 
WSCI^g^34.2mg(0.169mmol),N-^yi^/VtKDdfiy/V7'5:/22.0mg(0.169inmol) 
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MS(Fab,Pos.) : m/z= 481[M+H]* 
[0197] (||Ji^l03-4) (S)-2-7'l3tVVT^/-4-(l-^^/V-lH-^:^X^5^)/-/V'-2-^>'V 

Hil^J 103-2T*#btlfC'fb-a-^40.4mg(0.0841nunol)^Sr J^i5'y-yl^2inl(c:^ji|?L. 10% 
/■?7^^l>A^^12mg^Aq;tT7K5^#ia^vT^ta-e5^ra^L^o S/^?i^T^> -fe 

y7/V:^o|^^m21.8mg^fife@#:i:LT#fCo 
MS(Fab.Pos.) : m/z= 291[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.94(3H,tJ=7.6Hz),1.65(2H,sext,J=7.6Hz),2.25-2.42(2H,m),2.77-2.82(lH,m),2.85- 
2.90(lH,m),3.12(2H,t,J=7.6Hz),3.73-3.77(lH,m),3.87(3H,s),7.47-7.56(2H,m),7.75( 
lH,d,J=6.6Hz),7.82(lH,d,J=7.6Hz). 
[0198] (^51^104) (S)-2-:t^f^/VT^/-4-(l-p<^/WlH7^:/X^5i5^y— /V-2-^/1' 
)-N-fcKn^^>>^'f^^^K[^b'a-%No.93](D-^fig 

(llifef!]104-l) (S)-2-(N-t->'>dre/;?7/V7K=^7V-:ti?^/VT5/)-4-(l-^^yW-lH- 
n-:tiZf])^vr/U'f\iV0.05 1 lml(0.323mmoI)S.O^::^-/V'h'¥^hy^5^/V0. lmI<Sr*P;tT^ 

/V7j?;^;-M41mg(0.646mmol)S:iPx.T^aT?15NFF^^i«^Lfco ^*^Tm, 
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MS(Fab,Pos.) : m/z= 536[M+H]* 
[0199] {mMmm-2) (S)-2-(N-t-7'h=Sriy;&/WJj<r^/W;ri>5=-/VT$y)-4-(l-^^/WlH- 

^M^Jl04-ll?#b*Lfe'^b'^i^77.8mg(0J45^lmol)^i;?:r=3r1^>'3.9ml{C^fl|b. 
MS(Fab,Pos.) : m/z= 446[M+H]* 

(^»J104-3) (S)-2-(N-t-:/h^v':^;/V)^::^/W:^i5'^7VT5y)-4-(l-^f^/V-lH- 

^ii^Jl04-2T-#bt^fc'fb-^^^47.3mg(0.106^mol)^i5^^^/^^/^i^l.5ml{C^j5|L. 
WSCI:^^lt 24.7mg (0.137 mmol), 0-Oi^/H;Kndr^//WT^>'16.0mg 

(o.i37inmoo^ip;t. mm.xmmmwuto Ri^^^mr^. ^viti:^/vA^mx.. mm 

MS(Fab,Pos.) : m/z= 551[M+H]* 
[0200] (^»J104-4) (S)-2-:tiJ^^/VT^/-4-(l-7<^/WlH-^>'X^5>J^>^-/W-2-f/V 

^Ji0!)lO4-3-e#e>t^;^c^k-^i^l2.4mg(O.O225mmoD'^^^y— /V2mlic:^^L, 10% 
/■«7v??J^A^5^15mglr;!)Px.T;^C^#|ffl^T^Ml?40:9-^«S#Lfc:oSfSi^T#. 

m^u m^7k/^^y-Mmmi'Xmm^mmm:t}yj^\z^<>xmmu m 

B(Di\:^m(Dh]}y/V^^mmM7.5mg^&^mi^tLXmCo 
MS(Fab,Pos.) : m/z= 361[M+H]* 
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'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.87(3H,tJ=7.3Hz),1.20-1.38(10H,m).1.63(2H,quint,J=7.3Hz),2.24-2.42(2H,m),2.7 
7-2.82(lH,in),2.84-2.92(lH,m),3.08-3.15(3H,m),3.73-3.77(lH,m),3.85(3H,s),7.47- 
7.56(2H.m),7.72(lH,d,J=7.3Hz),7.78(lH,d,J=8.1Hz). 
[0201] mMmiOd) (S)-2-T5:y-4-(l-yntf/P-lH-^:^X-^^^>^— /W2-^yV)-N-tKn 

l1^llK<^N"-Boc-^/^^^?^>^^i^^^/^:3^;^X/^5.00g(14.8mmol)Sr:^'^p:^^;/^^ 
^MU WSCIit^lt4.26g(22.2mmol). HOBt 2.20g(16.3mmol)§r;!JP;t> M^CIS^^ 

50mimmi^^ux-i-2mm7!)^nxmr\.tzomKv^hi^immmw^mi'ffcm. 

(^ife^Jl05-2) (S)-2-t-^>=3riX;«;/V7j^'-/VT$y-4-(2-7'ntVWT5:y:7:tc:::;l.;«77W 

7'of:tyT7Vx tK0.368ml(2.62mmoD^AD;tr ^?IL"t?50^ra^i«^Lfeo ?SfeV ^Xh)) 
T^r^^^>7K^<b^'?m-:^^y!>-t^718mg(3.39mmol)^;^Px.T^MT5^FBm#Lfcm 

if»ML. :^IE<D>fb-^ti618.7mgSr&^@«s:i:LT#:fco 

[0202] (lliS^J105-3) (S)-2-t-:/hdrv^;(;/V#:=:/VT^y-4-(l-ycitVWlH-^yX^?i?' 

mMmm-21^^^Uti[:^m79Z.ZmgiL69mmol)^mmi5.5mnzmMU60X:X 
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[0203] iM1^m 105-4) (S)-2-t->^h=ariX;&/l^7K=/VT5y-4-(l->^cit:VW-lH-^:/X^5^ 

^ii^3Jl05-3T#f)tL/c'fb'g'^^898.2mg(l.99Inmol)^|^i^;^^1^>'40mUC^^L. 

10%/'?7e^!^'A^^270mg^®^L^ci?:^dfi^>'5Inl^i3^X.r^?aTn^^rHm#L.fc:o 

18ml(c:^fl|L. WSCIIi^it571.4mg(2.99mmol), 0-^>'i^/H:Kndre/'/VT5:^ 
269.6mg(2.19mmol)^;!;Px.-C^?a-e20Np^Ji#Lyho Sii&i^T^, i5^ni3>jN/Vi.^^)P 

[0204] {mmmiob-b) isy2-t--fV^i^ti;v^=^/vT^/-A-{\-'fvi\i°;v-m-^:^x^^ir 

llife^J105-4-e#btlfc:^b'a-i^837.5mg(1.80mmol)^v?:t^i^^50mUC^^L, 
10%/N°7>^'>i^^^250mg^;!jPX.T^S. ;!K^#H^T-ei5NFW^#LfCo SJSi^ 

[0205] (lligf!ji05-6) (s)-2-T5y-4-(i-:/otvwiH-^>xv^^y-/w2-ryv)-N-t 

llife«»Jl05-5-e#^>tvfc{b'g'tl283.4mg(0.753mmol)?r25%hy77V:^-ng^^/i5^nn 

tLXWz, 

MS(Fab,Pos.) : m/z= 452[M+H]' 
*H-NMR(500MHz,DMSO-d +D O): d = 

6 2 
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0.94(3H,t,J=7.3Hz),1.81(2H,sext,J=7.3Hz),2.26-2.34(2H,in),3.14-3.19(2H,m),3.82( 

lH,t,J=6.6Hz),4.31(2H,tJ=7.6Hz),7.46-7.56(2H,m).7.74-7.79(lH,m),7.86-7.90(lH, 

m). 

[0206] (MMmoe) (S)-2-T5y-4-(l— <V^/V-lH-^>X^5i5^>^— /W2-r/V)-N-tK 
(MMm 106-1) 2-t-7^~h^iy:fJ^]^:^~jV7^/-A-(2-^:y^JVrS./y:c,:^j\^j!j/W<^ 

llii^J105-ll?#bti:t'fb-^^504.4mg(lJ4nmol)^i^i^np:n^:/15inl{C^^^L. 
n-§^^T/VxtK0J50ml(1.37mmol)JlU?:r>'V'h=¥^hy^^/V'0.25nil^;!lP;iT^ffi. 
-tfSO^J^ra^t^L^o ^^V ^-e^yT-feh^i^7K^j^:*!>m^^y•>A359mg(1.71mmol)^ 

>!jPxLT^MT-90^rBm^Lfc^{ciniol/l7K^^b-:^by'>iN7K^?S^^Px.T5>?SLfCo 

'H-NMR(500MHz,DMSO-d ): 6 = 

6 

0.85-0.89(3H,m),1.16-1.44(4H,m),1.38(9H,s),1.51-1.59(2H,m),1.80-1.89(lH.m),1.9 
9-2.13(lH,in),2.43(2H,t.J=7.3Hz),2.99-3.04(2H,ra),4.04-4.12(lH,m),4.80(lH,t,J=5. 
4Hz),5.11(lH,cl.J=12.5Hz),5.16(lH,d,J=12.5Hz),6.54(lH.t,J=7.6Hz).6.60(lH,dJ=7. 
6Hz),7.00(lH.t,J=7.6Hz).7.09(lH.d,J=7.6Hz),7.30-7.43(5H.m).9.11(lH.s). 

[0207] (^ife^ij 106-2) (S)-2-t-y h^^y;^;/V7Kc:^/VT5y-4-(l-^>'^/V-lH-^>-X-('^y 

^iS^J106-lT'^fifeL/c^b'^i^597.6mg(l;20mmoD^g^^5ml{C^fi|L. ^^a-e24 
^mmWUto SfSi^rm. ^iS^Sr@*L. h/V:i^^^-e*#bfc^{^j5^anJ^:/WA(c: 

'H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.84(3H,t,J=6.8Hz),1.20-1.45(4H.ni),1.38(9H,s),1.62-1.70(2H.m).2.12-2.20(lH,m), 
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2.28-2.38(lH,m),2.87-2.95(2H,m),4.11(2H,t,J=7.3Hz),4.19-4.25(lH,m),5.11(lH,d,J 
=12.7Hz),5.16(lH,d,J=12.7Hz),7.13(lH,td,J=7.6Hz),7.18(lH,t,J=7.3Hz),7.30-7.43(5 
H,in),7.48(lH,d,J=7.6Hz),7.54(2H,dJ=7.6Hz). 
[0208] (^M^Jl06-3) iS)-2-t-Zfh^i/^/\^^=-/l-T^y-4.-il-^>f';U-lH-^y:X4^^ 

^Jfe^J 106-2T?#bnfc'fli-^i^500.2mg(l .04mmol)<B^:^-^f-:/25inlJi:^^L. 
300.0mg(1.56mmol). 0--<>'i^/VtKi3=¥e//l'T5:/141mg(1.14nmiol)?r;!)P^-rSS-e 

(llite^ji06-4) (s)-2-t-zfv^i^:fj/^^=-/i^r^y-4<i-^>^/>-iH-^yx^s.^ 

/V-2-r/V')-N-tKn=3E^^^:/^75K(D'^fife 
mMmi06-ZX^htlftit'^mm.2mg(0.825mmod^J:t^'t^^8iaiizmMU 

iyV:b^/vji}yJ^^u'^hi!fyy^-(^vin^/UA/^^y-/v)i^XoXmUU ^B<D 
'fk'e'#J296.9mg^ efe@#:tLT#fCo 
[0209] (^ife^J106-5) (S)-2-T5y-4-(l-^^^^/WlH-^:/X-i'5:^y— /W2-^/V)-N-t 

llii«ajl06-4-e#btlfcil::-a-#H99.1mg(0.492mmol)^25%hy77V:^n|^^/^nn 

mm:^'7J^KXoxmmu mm<D^\:^i^<Dvvy/i^:tvimmm.i65.9mg^!^^mi!^ 
tvxmtco 

MS(Fab,Pos.) : m/z= 305[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.87(3H,t,J=6.8Hz),1.28-1.40(4H,m),1.75-1.84(2H.nO,2.27-2.33(2H,in),3.14-3.21(2 
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H,m),3.82(lH,t,J=6.6Hz),4.33(2H,t,J=7.6Hz),7.48-7.55(2H,m),7.75-7.79(lH,in),7.8 

5-7.89(lH,m). 

[0210] (||Jfe^J107) (S)-2-T^/-4-(l-;a-i:'^/WlH— <vX^5i5^/-yW2-^/V)-N-tKP 
(Ilife«a|i07-l) (S)-2-t-yh^i/;<;/v#::^yvT5y-4-(i-;^-i^^/^-lH-^:/X^5i5^ 

^lfefiJ105-l-t:#btl.fc'fk'a-^1.0049g(2.35mmol)^v?i:^nci3^i5^^30mUC^^L. 
n-:*7'!;yVT/V'r tK0.444ml(2.82nimol)^Jnx.T^ig.-e80^F^^#Lfco 2fcV ^X^hV 

m^u mm^mmiomnmmu 6o°cx5o^^rmwLtco Km^r^^. mm^^ 

i^V:^^/i^:fyyM.^ti-7h^yy^-(^^'^i^/mm=^^Mi^XoXmnu mB<D 

'fb-^i^808.8mg^gJ^||fe@#:arL-C#yc:o 

'H-NMR(500MHz.DMSO-d ): S = 

6 

0.84(3H.t,J=6.8Hz),1.18-L45(10H,m).1.38(9H,s),1.62-1.70(2H.m).2.11-2.20(lH.m) 
,2.26-2.37(lH,m),2.87-2.97(2H,m),4.04(2H,t,J=7.3Hz),4.19-4.25(lH,m),5.11(lH.d, 
J=12.7Hz),5.16(lH,d,J=12.7Hz),7.13(lH,td,J=7.6Hz),7.18(lH.t,J=7.3Hz).7.30-7.43( 
5H,m),7.48(lH,d,J=7.6Hz),7.54(2H,d,J=7.6Hz). 
[0211] (^ii^3J107-2) (S)-2-t->^>=^rv';*/V7K=/VT^y-4-(l-:ti5'5^/W-lH-^>'X^5iJ^ 
/v-2-^yv)-N-^:^v'/w:t'¥i</^7^KO'^^ 

io%^<yi^^j>.i^m2iomg^mmLfci>:t^'^y5m\^mx.x^uximmmwLtio 

15mHz.mMU WSCI:^^Ji384.9mg(2.01mmol). 0-^yi^/^^}lh'n^i^/VT^:y 
18L5mg(1.47minol)$rAPt-C|gta'e3 0 mUWUto SJj^i^T^. ^nu^/l^J^^^Mt 
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/^^j»x^mu mm(Dit^mz6o.3me^B^mi¥thxmto 

[0212] mMmi07-4) (S)-2-T^y-4-(l-:tiJ^^>'V-lH-^yX^^i5^:/-/W2-r/V)-N-t 
MMmi07-3Xnhfhfz^t-^mi52.2mg(.0.789mmol)^25%hVy/l-:ttim^X^^^ 

MS(Fab,Pos.) : m/z= 348[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.85(3H,t,J=6.8Hz),1.18-1.39(10H,m),1.72-1.82(2H,m).2.28-2.35(2H,m),3.09-3.17( 
2H.m),3.81(lH,t,J=6.6Hz),4.30(2H,t,J=7.3Hz),7.41-7.52(2H,m),7.73(lH,dJ=7.0Hz) 
.7.81(2H,d,J=7.3Hz). 

[0213] (^Jlft|108) (S)-2-T5y-4-(l-i/i^n-^dei^;M^7V-lH-OXV^i5^y-;W2- 
^/V)-N-tFndE-ix:/^7^K[^k-^«^No.70]<Z)^^ 
(llli««Jl08-l) {S)-2-t-^V^^y:^;v-^=:-;VT^j-A-{2-^y^xi^^i^;V:^^;vr%J 

^ife^!|105-l-e#btLfc:'fb-a'#Jl.000g(2.26mmol)^i^i^nn3^i5?V30na(C^j^L. 
ix^p^^iy/V;^;/V7}fT/VxtF0.301ml(2.49mmol)^;!jnx.T^?aT:120:^r^^#L^^ 
o^V>T'hyTirh=¥^X7Km{bJJ^'>^-:^hy!j^i.718mg(3.39mmol)<Sr;!)Dx.Tg?a-C2^ra 
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MS(Fab,Pos.) : m/z= 524[M+H]' 
'H-NMR(500MHz,DMSO-d ): 3 = 

6 

0.86-0.97(2H,m),1.10-1.23(3H.m),1.38(9H,s),1.49-1.70(4H,m).1.77-1.86(2H,m),1.8 

0-1.91(lH,m),2.022.13(lH,ni),2.43(2H,t,J=7.3Hz),2.87(2H,t,J=6.1Hz),4.06-4.17(lH 

,m).4.85(lH,t,J=5.8Hz),5.11(lH,d,J=12.7Hz),5.16(lH,d.J=12.7Hz),6.52(lH,t,J=7.4H 

z).6.58(lH,dJ=8.1Hz).6.98-7.02(lH,m).7.06(lH.dd,J=1.3,7.6Hz),7.32-7.46(6H.m), 

9.10(lH,s). 

[0214] (Hiifil 108-2) (S)-2-t-:/h^v';(7/V/K:^/kT5:y-4-(l-^>'5^/WlH-^VX'i'^^ 

nmw^uto sf&i^T#. mm^m^u v;v:^v'^m^\^itm^^'^'^^-^vMz. 

■C^^tLfcmt-^^^W^L. a^g^THF lOmU ^i^'y-zHOmUC^ji^L. Imol/lTK 
MS(Fab,Pos.) : m/z= 416[M+H]' 

(llifef!li08-3) (s)-2-t-:/h=¥v';!?;7V#^/V'T^y-4-(i-v'iJ^n^^v'/v^^7WiH- 
-<yX^^^y-/v-2-^/v)-N-^>'-:;?/v:t^i^:/^7^KO'^fig 

^ii^J108-2-e'^^Lfdb-^«^685mg(1.65mmol)^i:^na7}N;Vi^20mUC^^L. 
WSCIii^i^ 474mg(2.48mmoD. 0-^yv?/UtKn^i//WT^>'213mg(1.73inmol)Sr^JP 

^■r^mT'2 0 ^^i^^L^o -Kjj&i^T^. irxixi^.;vj>.^iB^xmmi^. m^im^ 



wo 2005/073180 



99 



PCT/JP2004/019512 



MS(Fab,Pos.) : m/z= 521[M+H]' 
[0215] (mMmm-A) (S)-2-t->^>=^rv-;^7/V*'::^/VT^y-4-(l-v'i5'n^:3(rv/7Vp{^/l.-lH- 

^Jfe^J 108-3T*'^^!feLfc'f k'^i^466mg(0.896mmol)?r^^^^f-:^25mUJ:^fi?L. 1 0% 

^;V:^yJ>>^n'rVifyy-(-{i^nxi'^;VA/:^^^-;v)\z.i.^X^mU ^lEO^b-^ 

!^329mg^llt^fe®i*:iLr#fco 

MS(Fab,Pos.) : m/z= 431[M+H]* 

{%Mmm-5) (S)-2-T5/-4-(l-e/i^a^^v//Mf-/WlH— <>-x^^^y-/v 
^ife0lJlO8-4-Tr'a^^Lfc'fb-^i^329mg(O.763mmol)Sr25%hy7/V:tcig^^/i^pnj}^ 

/vi.4mi(;i^*PL. ^?a-e4^F^^^^Lfcs/Si^T^. mm^^u mm^m^^ 

MS(Fab,Pos.) : m/z= 331[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

1.04-1.21(5H,m),1.53-1.62(2H,ni),1.60-1.72(3H,m),1.81-1.92(lH,m),2.27-2.35(2H, 
m),3.17-3.21(2H,m),3.83(lH,t,J=6.6Hz),4.21(2H,d,J=7.6Hz),7.52-7.57(2H,m).7.76- 
7.80(lH,m),7.91-7.95(lH,m). 
[0216] iMMmm) (S)-2-T^y-4-[l-(4-t->^^/l'^:xv?/k)-lH-<>'X-f^i5^y'-/W2- 
-|'/V]-N-tKndrS/:^^75K[>fb'^i^No.74]0'g-^ 

(Hit^jiog-l) (S)-2-t-:/h=af^/;«;/vz}?=/VT5/-4-[2-(4-t->^^/V'<Vv?/v)T^y 

^»Jl05-ir'#e)*Lfc'fb-^^1.00g(2.29nimo0^i^i5'nP^i5'>15mIl^^jS?L. 
4-t->^5"/V-<yXT/VxfcK0.416ml(2.52nimol)^An^T^M-e755)-^ai*^Lfc:„^ 
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MS(Fab,Pos.) : m/z= 574[M+H]* 
'H-NMR(500MHz,DMSO-d ): 5 = 

6 

1.25(9H,s),1.38(9H,s),1.80-1.92(lH,m),2.02-2.16(lH,m),2.46(2H,tJ=7.3Hz).4.07-4 
.15(lH,in),4.27(2H,d.J=6.0Hz),5.10(lH,dJ=12.7Hz),5.16(lH.d,J=12.7Hz),5.55(lH,t 
.J=6.0Hz),6.49-6.54(2H,in),6.91(lH,t,J=7.5Hz),7.11(lH,ddJ=1.3,7.7Hz),7.31-7.42( 
10H,m).9.15(lH,s). 

[0217] (S)-2-t-yh^v^;;(;/VJj<^/WT^/-4-[l-(4-t-:/f^/W^^i;?/V 

mmm-ixnhtitc^t'^m.02di.nmmo\)^mmuA\mmu eo'c-^i.sit 
rait#L^. Rmt^T^^. mm^^^u w^^^^yx^mvitm^^^^^-^^Mm 

^mi^fcmmm^m^umm<Dit^m76mg^mn^m^mtvxmco 

MS(Fab,Pos.) : m/z^ 556[M+H]* 
'H-NMR(500MHz.DMSO-d ): S = 

6 

1.22(9H,s),1.37(9H,s),2.09-2.2p(lH,ni),2.23-2.32(lH,in),2.86-2.99(2H,m),4.20-4.2 
7(lH,m),5.09(lH,d,J=12.7Hz),5.13(lH.d,J=12.7Hz),5.37(lh,d,J=16.8Hz),5.42(lH,d, 
J=16.7Hz),7.00(2H,d,J=8.2Hz),7.17(2H,d,J=8.2Hz),7.32-7.39(7H,m),7.40-7.44(lH, 
m),7.57-7.61 (lH,m). 

[0218] (|life^J109-3) (S)-2-t-yh=¥i>';?;/W2j^^/VT57-4-[H4-t-^f-/WOi^/V 
)-m-^yX4S.^:/—;v-2-^M-zf=^WT>'yh^(D^^ 
^ife^Jl09-2-C#f5^^fdb-^tl976mg(1.76^lmol)^SrTHF lOmb^^J'y— /HOmUC^ 

mu imoyi7i(.mitrhv^j^:i^^ioTai^i}j3x.^M.x^o^mmwLtz. h^&i^t^ 
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MS(Fab,Pos.) : m/z= 466[M+H]* 
[0219] (^ifef[I109-4) (S)-2-t-:/h^v';«;/V2Kc:^/VT^y-4-[l-(4-t-y^/W'— Ov^/V 

WSCI:^^Jg462mg(2.42minoDx HOBt 218mg(1.61mmol)&D^O-hy5^/H:Kp:aev'/V 

m^^;v/^^-i-:y)\zioxmmu m^(D\t-^mz2img^^^^^i±.xmz^ 

'H-NMR(500MHz.DMSO-d ): 6 = 

6 

1.22(9H,s),1.33(9H,s),1.63-1.82(2H,m).2.56-2.61(2H,n0.3.92-3.98(lH,m),5.31(2H, 
s),6.97(2H,d,J=8.4Hz).7.02(lH.d.J=8.0Hz),7.14(2H,d,J=8.2Hz).7.21-7.37(17H,m),7. 
39-7.43(lH,m),7.53-7.58(lH,m).10.44(lH,s). 
[0220] {mmm\m-5) (S)-2-T5y-4-[l-(4-t->^'^/V-<y v^/VMH-^yX-r^y 

*Jfe«»J109-4-e#6,tlfc'fL'a-«^313mg(0.437nimol)Sr25%hy7/W:ti3g^^/i5'on 

;^^J>.^w^\mmu mAxmmm.wuto siSi^T^. mm:m^u i;nu^;v2>. 
xnit. 

MS(Fab,Pos.) : m/z= 381[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

1.24(9H.s),2.29-2.35(2H,m),3.19-3.26(2H,m),3.83(lH.t,J=6.6Hz),5.60(2H,d,J=10.4 

Hz).7.20(2H,dJ=8.5Hz),7.39(2H,d.J=8.5Hz),7.41-7.51(2H,m),7.70(lH, 

d,J=8.1Hz),7.79(lH,d,J=8.1Hz). 



wo 2005/073180 



102 



PCT/JP2004/019512 



[0221] iMMmnO) (S)-2-T?y-4-(5,6-v?p<^;Wl-7'nt:VV-lH--<>'X'l'^yy— /l'-2- 

(^iS^Jl 10-1) (S)-2-t-y h^v/;&/k/K-/VT^/-4-(2-T^y-4,5-v?P<^/W7ai- 

rtf|RON"-Boc-://V;$'5>'^^:/i^/W^^X/V5.00g(14.8nimol)Sr:J^DD7}N/VA50^ 
i^^MU WSCI:^^ig4.26g(22.2mmol). HOBt 2.20g(16.3mmol)^;!jPx.. ^tlT'lS 
MRJt^^-^fCo i<Z)^?g^4,5-v'p<^/V-l,2-73i:^l-:/v?T^y2.42g(17.8mmol)(^ 

3.03g^ ^^l^^stLXntc, 
MS(Fab,Pos.) : m/z= 456[M+H]' 
[0222] (llife^JllO-2) (S)-2-t-:/h=3E^i/;?;;VJK=/V'T^y-4-(5,6-v^^^>'Wl-:/ptVV 
-lH-<VX>r5yy— /W2-f/V)-:/^y5/^Tv^5/K ^^'v'/V :3^;^X/KC>'^^^ 

^ii^J 1 lO-l-e^btLfc^fb-a-i^S 19mg(l . 19mmol)^S^i5'nn:t^ vi5ml{J:^fi|U 7" 
nfc°:^-yT/VxtK0.083ml(1.25mmol)^jjPX.-C^?a-^15^P^^i*^LfCo ^-e^yT 
-fe^^v'*^'fbJ^^^^^■:^^y">A350mg(1.65InmoO^^JP^T^MT'5:$>P^^t#U^c^{C 
lmol/l*^>fb■:^^y•>i>.7K^^«^AD;tT5>^&'b^o ;!KS^*b^5'a13>^^;^A-e^*tliL. 3fe 

mm^mmbmnmmu eovxi.dmmmwi^tco Rmmrm. mm^^^ 
^msimg^m^m^mtvxmtco 

MS(Fab,Pos.) : m/z= 480[M+H]' 
'H-NMR(500MHz.DMSO-d ): 5 = 

6 

0.83(lH.tJ=7.3Hz),1.38(9H,s),1.66(2H,sext,J=7.3Hz),2.04-2.17(lH,m),2.23-2.35(l 
H,m),2.27(3H.s),2.31(3H,s),2.79-2.92(2H,m).4.01(2H,t,J=7.3Hz).4.15-4.22(lH,m),5 
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.09(lH,d,J=12.5Hz),5.17(lH,d,J=12.5Hz),7.26(lH,s),7.30(lH,s),7.31-7.40(5H,m),7. 

54(lH,d,J=7.8Hz). 

[0223] (mMmnO-3) (S)-2-t-':/h^-y:ti/U^::^/\^T\y-4-(5,6-i^?i'^/U-l--y'n}::°jV 

MMmi 10-2-e#btlfc'fb-^i^280mg(0.584mmol)^>?:f drf-:/15ml{C^jlN^L. 10% 

167mg(0.872mmol), HOBt 94.2mg(0.697mmol)^t;?O-h!;^/H:KP^v'/WT^:^ 
161mg(0.585nunol)?rAn;t-C^?a-e2 H mUWhlto BUt^mr^. ^viu^/]^J:.%:Mx. 

'H-NMR(500MHz,DMSO-d ): 5 = 

6 

0.83(lH,t,J=7.3Hz),1.34(9H.s),1.63(2H,sext,J=7.3Hz),1.60-1.71(lH,n0.1.72-1.82(l 

H,m),2.28(3H,s),2.31(3H,s),2.43-2.60(2H,m),3.90-3.97(3H.in),7.02(lH,d, 

J=8.2Hz),7.21-7.39(17H,m). 

[0224] mmmi 10-4) (S)-2-T^y-4-(5,6-v^p<^/W-l->^PtVWlH— O-XV^y^— yl^ 
-2-^/U)-U-\lh'u^i^y^^y^h^(D^^ 

»iU ^IE©^b'a-^(^hy:7/V;tng^^:^57mg^e^@#:i:LT#^Co 
MS(Fab,Pos.) : m/z= 305[M+H]* 
'H-NMR(500MHz.DMSO-d +D O): 5 = 

6 2 

0.94(lH,t,J=7.3Hz).1.83(2H,sextJ=7.3Hz),2.23-2.30(2H.m),2.39(3H.s),2.41(3H.s),3 
.13-3.22(2H,m),3.80(lH.t,J=6.6Hz),4.28-4.36(2H.m),7.55(lH,s),7.75(lH,s). 
[0225] mmmn D (S)-2-T^y-4-[l-(4-t->^5"/V-<:xi?/V)-5,6->;?>^/V-lH-^>'X^ 
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0. 

4-t-:^^/V^>'XT/V7''fcK0.200ml(1.32mmol)^iOx.T^tllT'60^rajti«^LfCo^ 
#LfCo Sii&i^T^. linol/l7K^<b-:»-hy!>A7K^iSr;!)P;tX5>?SLfCo *ld^bi5^n 

[0226] (S)-2-t-:/hdE^i/';5;/V'5j?=/VT^y-4-[l-(4-t-^^/W^i^^<?/V 

MMmi l-l-e#btl/fdb'a-i^483mg(0.827mmol)^THF 5mlXTJ^;;^^y— /VSmlfC 

^iK^w*L. imoi/mmi^xoXT>mmmz.mM\.fco ^j^nn^j^/vis-eflbttiL 

mm^^^^/^^-^>xnit^u mm(Dit^m355mg^&^mi^tL-xmfco 

mMm 111-3) (s)-2-t-:/h=¥ v':«7/i^jKr:-/vT5y-4-[i-(4-t-y^^/v-^:/v?/v 

)-5,6-v^7<^/V-lH-<^X-f'^yy-yV-2-f/H-N-hy^/V:t^i^^'^75m-^^ 

^ife«»Jlll-2-T?#^tl,fc'fb-^i^352mg(0J12nimol)Sr^nP7l>/Wi.l0ml{J:^^^ 
WSCI:^^:^204mg(1.07mmol). jg.i;O-hy5^;VtKndri/;VTS:>'215mg(0.781rnmol) 

^T^xm^u mykmmi-hv^j^x^^Lit, mm^§i^u mm^yv^^^i^:fJ7 
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[0227] (mmmn l-4) (S)-2-T^y-^-[H4:-t--f=^/U-^>iyM-5,6-i^^^/]^-lH-^y 

it^ll^(Dmm& 66.7mg^fifell^<!:LX#fc 
MS(Fab,Pos.) : m/z= 409[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

1.25(9H,s),2.30-2.37(2H,m),2.34(3H,s),2.38(3H,s),3.25-3.35(2H,m),3.86(lH,tJ=6.6 
Hz),5.63(2H,s),7.21(2H,d,J=8.5Hz),7.39(2H,d.J=8.5Hz),7.58(2H.s). 
[0228] mMmi 12) (S)-2-T^/-4-(5.6-i?i:'Pn-l->^otVP-lH-^;yXV^iJ!'y— /W2- 

(mmmn2-l) (S)-2-t-:/hdE^v';&/V;}?-/VT^/-4-(2-T^y-4.5-i^i5^oP-7ic= 

TfT|S©N"-Boc-i^/Ui?^:/^-<>v?/Va:y?.X/V2.00g(0.592mmoI)^^anjf;/Vi^ 
20mUC^j|?L. WSCI:^^J|Ll.70g(0.888mmol), HOBt 0.881g(0.651inmol)Sr*Px.. ^ 

(0.710mmol)ODMF 20ml^ir^m-e2.5ltrad^{trMTLyS:o ^Mr'$btJ:22lt 

[0229] mmmm-2) (S)-2-t-^h^^/;<;/W:iK=/WT^y-4-(2-:/i3lf/WT5/-4,5-v?i5^pn 

12-lT*#btlfC'fb'a-^^500mg(1.01minol)^i^i^Dn:ii^y 15rnl{C^JiiL. 7" 
Dfc°:t>T7^xtK0.116ml(1.62^lmol)^;!JPx.T^tt-el55>P^a^#L/c«^V^T'^y7' 
-feh=3r^^*^{liJj^!>^-:^hy!>A360mg(1.70mmol)^;!>P;tr^?a-C22^^^#LfCo 
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(HiS^l 12-3) {S)-2-t-zfh^i^:ij/l^:^=^/l^T?./-4-<5fi-i^^riu-l-zfu\i°/l^-lH- 

Wm\\2-2Xnh^fz.\\^-^m 373mg€rg^^3.5ml(;i^0L. mX.X2 0 WiW^^ 

[0230] {%W\\\2-\) (S)-2-t-yh^i^;^;/VJj^=/VT5:y-4-(5,6-i^iJ'PP-l-7'ntVWlH- 
^VX-r?i5^y— /V-2-l'/V')-^^y5'^T^^>;/K<^^fife 

^iffe«»Jl 12-3-e#btl'fdt:'g'i^259nig(0.490mmol)^THF 2.5mlStj«;j<:?/— /V 
2.5ml{z:^fi|L. lmol/l*^^k^hy'5'i.7K^^&*2.5ml^^)D^. ^?a-e2^rfl^#LfCo 

<Dit^mi97mg^mM^mi^tLxmtco 

(^ife^!lll2-5) (S)-2-t->^>^S/T5/-4-(5,6-i/i^np-l-yntVWlH-^:yXV$ 
^y^-/V-2-^M-Yi-h])^/l^:t^i^y^^y^m^f^ 

llife^Jll2-4-e#fen^c>fb-^i^l97mg(0.458nimol)^i^na7j^/l/A6ml 
WSCI:^^*^ 132mg(0.689mmol), HOBt 68.0mg(0.503mmol)S.U^O-M)5=-/VfcKndE^ 
v-ykT^V 139mg(0.505mol)^Sr;(JD;tT^MT-22^^^i«^LfCo K/i&»IT^. i5^nP7f: 

/va^;!jpx.ts@7K. i&fp^^TK-esfeifL. m7\<.mmi-hv^j>sX^mLtzo mm^ 

)|t$!lL.:^IB©^b'^<^153mg^fi^®{*:i:L-C#yS:o 
'H-NMR(500MHz,DMSO-d ): 6 = 

6 
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0.83(lH,t,J=7.3Hz),1.34(9H,s),1.63(2H,sext,J=7.3Hz),1.60-1.71(lH,m).1.72-1.82(l 

H,m),2.28(3H,s),2.31(3H,s).2.43-2.60(2H,m),3.90-3.97(3H,m),7.02(lH,d,J=8.2Hz). 
7.21-7.39(17H,m). 

[0231] (^M^Jl 12-6) (S)-2-T5y-4-(5,6-:^i^nn-l-y)3tVwiH-^>'X-r$^y'-/V 
-2-f'/V)-N-tKi3df^/y^7^KO-^^ 

MS(Fab.Pos.):m/z=345,347,349[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.88(3H,tJ=7.3Hz).1.72(2H,sext,J=7.3Hz),2.23-2.35(2H,m).2.87-3.02(2H,m),3.80( 
2H.t,J=6.6Hz).4.14(2H,t,J=7.3Hz),7.86(lH,s),8.01(lH,s). 
[0232] (^!6^J113) (S)-2-T$/-4-(5,6-i;?i5^oi3-l-^yf^/V-lH-^i/X-('$i?')/-7V-2- 
-f/V)-N-tKn^i/^^y$hm-^«^No.96](D-a-^ 

(^Jfe#i|113-1) 2-t-:/h=3rv';?77V7}f-/VT5;y-4-(2-^>-f-7VT5:y-4,5-v^i5^t2n-:7 

7'at°:t:^T/VxtK0.172inl(1.62mmol)^;!jn^r^?a-e60:9-ra»LfCo ^3tV 
T■feh^^^7fc^^b3^^!^'^■:^^y!J'i^360mg(1.70mmol)^^J^X.TMTn8I^^^^LfCo 

/V){;:ioTi|t»lL. ^iBO>fk'a't»457mg^Mfe?S*^j^i:LT#fco 
[0233] (^J|^113-2) {S)-2-X-zfY^^y1t}fV^=^;VT^/-A-{bfi-V'^uxi-\-^l^^;V 
-m-^-yX^^^-/-~;V-2-4/V)--f'f-^)v^T-yy\? 

^llf!jll3-lT'#^tv/cjb-g^«^ 457mgtrg^^ 4ml{C^j^L. 60'Cl?2 0 mWUt 
o Si^:*l7m> ^li^W*L. h;V3u-yx^mUtm^^nn-t.;VJ>,\Z.mMU lmol/1 
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(Hife^Jl 13-3) (sy2-t-Zfh^i^:lJJV^=^/]^T^/-4-(.5,6-J^xixi-l-^:y^/V 
HJfe^Jl 13-2-e#btl/c^b'&i^249mg(0.453nimol)^THF 2.bmWiM:^^J—;V 

[0234] (^WJll3-4) (S)-2-t-yh^^;yT5y-4-(5,6-^:^i:'nn-l— <:/^/k-lH-<VX-r5 

^^fe^SJll3-31?#b^^fc>^b'g•!^112Ing(0.245^lmol)^l^i{^^^7^;/^i.4ml (ei^fllL. 
WSCIitg^ii 70.3mg(0.367mmol). HOBt 36.4mg(0.269mraoI):S.W-hy^/VfcKn^ 

iX/VT^^^ 7O.8mg(O.257mmol)^^JPx.-C^?arH0 Fsm^^b/Co SJ^^i^T^x ^na* 

mmu mm(D^t^mi2mg^&^mi^tvxmco 

[0235] (^iif!]113-5) (S)-2-T^y-4-(5,6->'i^nn-l-^y^/V-lH-^yXV^y>*'— /V 
-2-r/V)-N-tKP=^i/:/^75:K(D'^^ 
HJfe^J 1 13-4-C#btl.fc^b'g*i^ 1 12mg(0.223mmol)^0'C {il^^^L. 25%hy 

mm/'!7rxvz^-/^M,m^i.2mim^. mm.x2mmmwLito Rjt^m^^. mm 

MS(Fab,Pos.):m/z=373,375,377[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.86(3H.t,J=7.3Hz),1.20-1.37(4H,m),1.69(2H,quint,J=7.3Hz),2.23-2.35(2H,m),2.87 
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-3.01(2H,m),3.80(2H,t,J=6.6Hz), 4.17(2H. t.J=7.3Hz),7.87(lH,s),8.00(lH,s). 
[0236] CMMmUA) (S)-2-(v'i^P^dr'>/M^/k-T5/)-4-(l-:/n tVwlH-<^X^$^ 
y-/W2--ryV)-N-tKodrv':/^y5KWl:-a-^No.97](D-^^ 
(MMMl 14-1) (S)-2-(N-t->^hdrv';&/V#=^/WiX^n^^v'/Vp{5^/V-T^y 



smummu ^M.x-mmmwLfco ^mm^^. mm^^^u m^7i^\mmi^ 

20mU;i^^L. v'i5'n^^i//V:«;/V#T7Vy^t:K0.220ml(1.82nunol)^^)P^T^ 
M-e60^P^»LfCo ^V^-e^yT-tr^dr^/7f<:^>fb;}^«>^-:^hy.>i.420mg(1.98Inmol) 

396mg(1.82mmol)^j]Px.6Ot:-C2 0FBm#byto SJ^^HT^ 

\z.^^xmmL.WMmt^m&^2mg^mmmmwtvxwto 

[0237] (|life^i|114-2) (S)-2-(N-t-yh^e/;(;/>3H:=:/W^/'^C2^dre/'7Vp{^/V-T^y 

)-4Kl-ycItvwlH-^>'X-r^>?'y'--/^-2--1'/^)-:f^y5/^^Ti/5/KO'a'^!g 

^M^WU-lX-^hflfzit-^m 652ing(1.19niinol)^v?;^dj^f-i^30mUC^^L. 10% 

m mimg^mm^^mmwt\.xmzo 

(llife^!lll4-3) (S)-2-(N-t-:/hdE-^/;i?;/V7j?=/Vv'i^ci^ilrv'/W^^/WT57)-4-(l- 
yntVv-lH-^>'X^5yy— /V-2-^yV)-N-^>'v'/W:t^^>7'^7^KO-^fig 

^Jfe^Jl 14-2-e#e)tT/fc^b-^#l 347mg(0.757minol)^i5'nc3x}>/UA10mUC^ft|L. 
WSCIii[^lil82mg(0.950inmol)^t;?O-^:^v^yV'fcKDdE^v'/VT5:/ 
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94mg(0.757nunol)^*P;t. ^m.-V22mmMWl.tio S^S)^7#^ O.lmol/l^g^, ma 

[0238] iMmmiU-^) {S)-2-{'^^u^^i/;V:^^;V-rKJ)-4:-{\-Zfn\f;V-\H-^:yXy(^ 
MMmU-ZXnt:>fvk.it^m 292mg(0.5l9mmol)^:^:^^1^>l0ml^TJ^:t^?y- 

T^. '^y^mm\^i:.oxmm:W^u mm^^^uto nhfikmm. 260mg© 

86.4mg(0.183mmolffiii)§r4mol/lli>fb7K^/^^:*-^f-i^ l.Omlt^l^filL. ^m'C45 

:9-rBm^LfCo Sf&IIT#. aS^'>y;=^y/v;t'7-t^^D-x'hi777^' 

MS(Fab,Pos.):m/z= 373[M+Hr 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.94(3H,t,J=7.3Hz),0.95-1.02(2H,m),1.12-1.27(3H,m),1.60-1.88(8H,m),2.32-2.40(l 
H,m),2.40-2.49(lH,m),2.65(lH,dd,J=12.2,7.1Hz).2.82(lH,dd,J=12.2,6.6Hz),3.18-3. 
22(2H,m),3.79-3.83(lH,m),4.33(2H,J,t=7.3Hz),7.51-7.55(2H,m),7.76(2H,m),7.90(2 
H.m). 

[0239] {"Mmmn^) (S)-2-T5y-4-[l-(2,3,5,6-xh^7/V:tn-4-p<h^v^-^yv^/V)-lH- 

-<:yXy(^^9-;v-2-y(;vyn-}iYxi^i^zf^y^ni\:.-^moM](0^^ 
(^ife^ll5-l) (.sy2-t-zfV^i/:h;v^=^;VT^y-A<\-^>'^y;v:triyzi.:=-;v^ 
'f'jiv-m-^-yXy{^¥^/^)v-2->{?vy-f^^hy^r-yvY ^-y-jA^ ^y<T)V(n^ 

%W\\()'^-\X%hiMt.\Y.-^m 502mg(1.18mmol)^DMF lOmKC^jl^L. 
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[0240] (^ife^Jll5-2) (S)-2-T^y-4-[l-(2,3.5,6-7^h77/V;rn-4-^h^i/-^>'i;?/V 

fco mimm-wj^x^im. mm^m^. w&nm\^x^mm/\'^>m. 

187mg(0.977mmol). 'SiMO-Y^)=f-;V\iYxi^i/;VT^l/ 178mg(0.646inmol)^>!jP;t-C^ 

uxibmrnwuto mi^m^^. ^^nt^^vj^^Mx.xmmy^. mA^m^a^xm 

^y7.f~(-^drf-^/g^^3^^/l.){Cj;ori»®lL.;PlE©'fb^i^l24mg^fi^@#: 

[0241] immmn^-Z) iS)-2-T^y-4:-i\-<2,Z,bfi-y-VJy;Virn-4r:^Y^-y-^l^^J/V 
)-lH-<:/X-r^iJ^)/-/W2-Y/^]-N-tKP^^/y^7^K©-^fig 
MMmn^-2Xnhklk.\h^m\2Am^Q.29\mao\) ^X^kZH^MX.. AmoX/mit^ 

i^y-zv^ip^. ^^'f:yxmwvt.. ^i^/-/^m^^^Lxmm^iy])^^/vi^y 

^Si^<DmmM 33.9mgSrefe@#:i:UT#^ 
MS(Fab,Pos.):m/z=427[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

2.33(2H,in),3.20(2H,tJ=7.5Hz).3.83(lH,tJ=6.8Hz).4.06(3H,s),5.75(2H,s),7.46-7.54 
(2H,m),7.73(lH,d,J=7.6Hz),7.77(lH,d,J=7.6Hz). 
[0242] iMMmne) (S)-2-T^/-3-(4-7'ci/K=¥i>'73:=/V)-N-tKndE^S/7'at°;i-yT5K[ 
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immmi le-i) (.s)-2-t--fh^i^:b^^^=^/vT?.y-z-<A-yr^^^iyy:^:=-M:/^ii° 

rtJI50N''-Boc-f^ni/>'p<^/Va:y^7^/V 509mg(1.71mmol)^THF ISmllC^j^L, 
Tkmiti-hV^Mem 74mg(1.85mmoI)t:APX.. mmX'5^mmWLit, r;i(Cl-3- 
KT'ci/-?^ 0.700ml(5.23nimol)^^IPx.. GO'C'CmmmWl^fCo Kf&!f^T#. ^» 
W*L. ^nn7j^/V3v{cil^Lfc^. 0.5mol/l:^|^, la^D:^±&7K-e^5fe#^LfCo 

[0243] imMMl 16-2) (S)-2-t-:/h^v^;5;/VJi}^'^/VT5y-3-(4-7°n7Kdr-^7rii::^7V)-N-hy 

IIWJll6-l-e#btl.fC'fk'a-^279nig(0.828nunol)SrTHF 2.8ml^0^^/— /V 
2.8ml{C^j»L. lmol/l;!k^>fb■:^^y!>^*^^K 2.8ml^^jn^T^m-C27^rami^t 

^\MM^^^^^/^J>^8Tai. IC^MU WSCI^^:^ 234mg(1.22mmol). HOBt 
132mg(O.977mmol)S.0O-h!J^/H:KP^v'/vr$y 236mg(0.857mmol)^Sr*Px:-C^ 

^t\.X%fio 

(lllfe^Jll6-3) (S)-2-T5/-3-(47°T37f?^^^:73:n/V)-N-tKndri/:/Dfc"';^->'T5K 
^ji^J116-2-e#btLfc'fb'^i^l37mg(0.236mmoi) ^0'C(C?^i|IL, 25%M;:7;V;t-C2 
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MS(Fab,Pos.):m/z= 239[M+Hr 

'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.97(3H.t,J=7.3Hz),1.71(2H,sextJ=7.3Hz),2.89(lH,dd,J=13.7.6.9Hz),2.95(lH.dd,J= 

13.7,7.5Hz),3.65-3.70(lH,m),3.90(2H,t,J=6.6Hz),6.89(2H,d,J=8.7Hz), 

7.11(2H.dJ=8.7Hz). 

[0244] (mmmn) (S)-2-T$/-3-[4-(4-t-y^/V^>'v^/V;^:3r>')7a:::i/V]-N-tKo^ 

r|T|g(DN"-Boc-^n'>y^5^7l.3^^X/V 513mg(1.72mmol)^SrTHF 15ml{C^^j?L. 
yi<imti-hV'>Mm) 74mg(1.85mmo!)^^0^. mS.X^5Mm^LtCo zazA-t-^ 
^/V-<Vi^/W^p-r^K 0.370ml(2.06mmol)^;!jP;t, 60T:-e2 0 mmWVfc, SiSi^ 

[0245] (^Sg^J117-2) (S)-2-t-:/h^v/;t;/V/K^/VT^y-3-[4-(4-t-:/^/V^:yv'yV^:^^ 
iX)7iii^/V]-N-hy^/k^dri^yat°;^i^T^K(^-a-^ 
^if6^J117-l-e#^,tLfc>fk-^t»615mg(1.49mmol)SrTHF 6.5ml&tJ?j/iJ'y— /W6.5ml 

(j:^fi?L. imoi/iTki^^b'thyiJ^A*^^ 6.5mi^;!jnx.-r^mT?i.5[^rait#Lfco s 

^^Sr^5'^tl/}^/^^10mI {C^^IL. WSCIi^ig 428mg(2.23mmol), ^tJ^0-hy5^;VtK 
n^v-Zkr^:/ 410mg(1.49mmol)^Sr;&qx.TSm-e3 B ra«fc#L;fe. MiS«^T^. iS^DO 

>tJ/vA$r*D^ri^®*, m^-km^^xm^u M7i^mmi-hv^j>^x^mi^tc. mm 
^xmmum^(D^t^miom8^&^mw-tLxnfc, 

[0246] (^Jg^Jl 17-3) (S)-2-T^y-3-[4-(4-t->^^/k--5:/i?/V:^3ri/)73.r:;V]-N-tKn 
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^IS^J117-2-e#^tvfc:'fl:-a'i^l93mg(0.282inmol) ^ViZ-lf^MU 4mol/l:^'fb7K 

83.9mg^ afe@#:i:LT#/Co 
MS(Fab,Pos.):m/z= 343[M+Hr 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

1.28(9H,s),2.90(lH,dd,J=6.7,13.9Hz),2.96(lH,ddJ=7.3,13.9Hz).3.70(lH,dd.J=6.7,7. 
3Hz),6.97(lH,d,J=8.7Hz),7.13(lH,d.J=8.7Hz),7.37(lH,d,J=8.5Hz),7.41(lH,d.J=8.5H 

z). 

[0247] (Hife^SJ 1 18) (S)-2-T5y-3-[4-(2-7a:=:/V-<>'v?/V;^^iy)7^:^/V]-N-tKo^ 
(IIJ6^»J 1 18-1) (S)-2-t-y h^v';&/W7)?-/VT^y-3-[4-(2-73:=/V-^:xi?/V:^-df 

{^9R(DN'-Boc-f-vi^y:ypi^;V^:^T^V 503mg(1.69mmol)^THF l5m\{Z^MU 
7^miti-hV^M6Qf)l>) 74mg(1.85mmol)<lriOX.. ^UXd^mMWLtCo ^^{^2-7:::. 
=/V^:/v?/vyp-r^K 0.368ml(1.41mmol)Sr*PX.. 60X:X18mmMW\.fCo SJSi^ 
T^^ ^IKIrS^t. iS'nndN/VAfJljg^Lytm. 0.1mol/l±t^. mn-k^^^Xim 

^^mmi^tLxntzo 

[0248] (|life^»J118-2) (S)-2-t-yh^v';*/V7j?:^yVT5y-3-[4-(2-73:=/V--<yv^yV;^-^ 
^>')73:;i/V]-N-MJ^/V3}-dpiyyaf:r:^T5KO'g'fife 

^ii#!|118-l-e#btl'fc'fb-^i^648mg(1.47mmol)^THF e.Sml^U?;?^^?/— ;V6.5ml 

i^^Mu imoi/i^miti-mj^^Ti^^ 6.5mi%:Mx.x^m.x2mmmwLtio 

mr^^. mm^m^U lmol/llt^{CJ;oTpHS:3-4l<:||SELfc:„ ^uu:i^/VJ>.Xi^ 
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^i?l3P7|^/^^12ral iZ^MU V/SCimM^ 437mg(2.28mmol), ^t^O-hU^/VtKn 

^-y/UTV^ 422ing(1.53mmol)^;bn;t-C^M-e3 H mmWLtCo ^J5;*IT#> ^nn 

[0249] (Ilife^Jl 18-3) (S)-2-T^/-3-[4-(2-73:=/V^:/i?/W:t^iy)7air^>'V]-N-tKn 
^JI^J118-2-e#btLfc^b'^#ll54mg(0.218inmol) $ri5'POx)N/V-i.0.5ml{C^j^L-C 

/;^^y-/v)izi.^xmmu mmo^t^m(Dmmm 77.2mg%:&^mi^tLxmc 

o 

MS(Fab,Pos.):m/z= 363[M+H]^ 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

2.90(lH.dd,J=6.6,13.7Hz),2.96(lH,dd,J=7.6,13.9Hz),3.68-3.73(lH,m),6.83(lH,dJ= 
8.7Hz),7.10(lH,d,J=8.7Hz),7.34(lH.d,J=7.5Hz),7.37-7.48(5H,in),7.59(lH,d,J=7.5H 
z). 

[0250] (^ife^jl 19) (S)-2-T^/-3-[4-(4-=hP-<:/v?/V^^v')7a:-/V]-N-tKn^jX7' 
ctt°:r^T$K[^b'^i^No.l01](D'g'fife 

(^Mf!lll9-1) (2-t-yh=3f^/;(;/VxJ?::^/VT^y-3-[4-(4-^hn^>'V^7V:t^V'):73.::^ 

rfT|SON'"-Boc-^i3v'yyf-/VJi;=?.X/P 257mg(0.865 mmoO^THF 7.5ml(C^)^L 
> 7i(.mihi-mM6(yii>) 37nig(0.925mmol)^;!jP;t. mUX20^mUWVtCo 
rihc2X>^;/W^nv-rK 217mg(1.04mmol)iSr;!)Pt. S?a-Cnil^K«#LfCo SJCC^i^ 
^^?:W*L. ^tin:^/VJ^{zmmLtz^. O.lmol/1:^^. m^i^M:^X^^ 

^mwb\jxmto 
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[0251] (Hife^Jl 19-2) (S)-2-t-:/h^v';{7/VxK^/VT^y-3-[4-(4-=hn^:xe;'7V;t-ilrv/)7 
^ii«^J119-l-e#bti^db-^i^288mg(0.669inmoi)^THF Z.5TiARU?(^y—;U 

172mg(0.898mmol). JlU«0-hy5^>'VtKi3de$/'/VT^:/ 181mg(0.657mmol)^JPX.T^ 

[0252] (||»Jll9-3) (S)-2-T5y-3-[4-(4-::^ha^:^t?/V:tdE^i^)73i-/V]-N-tKpdeiy 

^ii^J119-2-e#btlfc'fb'a't»337mg(0.500minol) ^t^fCi^SPL. 4mol/l:^>fb7K 
^/v^:t^1^:/^^3.3ml^iP^. ^MT'2.5NF^^^Lfc:o SfS^IT^. ^IK^S* 

MS(Fab,Pos.):ni/z=332[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

2.91(lH,dd,J=13.7,6.6Hz),2.97(lH.dd,J=13.7,7.6Hz),3.71(lH,t,J=7.1Hz),5.26(2H,s), 
7.00(2H,d,J=8.7Hz),7.15(2H,d,J=8.7Hz),7.72(2H.d,J=8.8Hz),8.26(2H,d,J=8.8Hz). 

[0253] (^Jfefi|120) (S)-2-T5:y-3-[4-(2,4-v?7/V:tn-<i/^^/P;t=^>')73i::iyV]-N-tKn 

(IIJfe««Jl20-l) (S)-2-t-:/h^v';^7/V3!j?^/VT^/-3-[4-(2,4-i^7/V;^n^>'i;?/P:t 
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rfi^<^N"-Boc-^niy>'^^/Va^y?>y^/V 500mg(l .68mmol)?rTHF 10ml{J:^^i?L. 

7i<,miti-hV^Me(m 74mg(1.85mmol)^;tinx.^ mKX^60^MmWLtio ^^K2A-i^ 
:7;V;^p^:/v?;V7'a-x'^K0.256ml(2.02mmol)^^)PX.s ^UX-25l^mW,WLtCo 

[0254] (^ife^J120-2) (S)-2-t-:/h^iy;&/VxK::^/VT^y-3-[4-(2,4-v^>'/^^'3^>'v'/^^ 

llife^J120-lT?#^)n^'fb'^4^632mgKl.50mmol)SrTHF6mlJ^tJ«j^i5'y-;V6mltC 

^^L. Imol/lTk^^b^hyi^iHTKM 6ml^;!jP;tT^M-e7ItPHm^LfCo S/Si^ 

^J'nnTjN/W^lOml (JI^^IL. mC^MM. 430nig(2.25nmiol), RXlO-V]}^;V\iYxi^ 
i/;vrK-y 453mg(1.65mmol)^*n;trM-e3 B mW^Ut^ SJ^ii!lT#. i^PPJiJ^ 

XmmU ^R©^b^i|^626mg^afe@#:i:bT#fc„ 
[0255] (^ii^J120-3) (S)-2-T?y-3-[4-(2.4->^7/V:ti3^yi^>'V:tdfi/)73:-;V']-N-t 

^ife^J120-2-e#btvfc>fb-a-i^306mg(0.416mmol) 4mol/l:^'fb* 

it 125mg^efeia#:tL-C#/Co 
MS(Fab,Pos.):m/z=323[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 5 

6 2 

2.91(lH,dd,J=13.7,6.7Hz).2.98(lH.ddJ=13.7,7.5Hz),3.72(lH,t.J=7.2Hz).5.07(2H,s), 
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7.00(2H,d,J=8.7Hz),7.11-7.20(lH,m),7.16(2H,d,J=8.7Hz).7.27-7.32(lH,m),7.59-7.6 

4(lH,ni). 

[0256] (^Ji^J121) (S)-2-T5:y-3-[4-(4-i/Ty^VS^/V:;^drix)7a:::i/V]-N-tKo^v'7' 

rfT|S(DN"-Boc-5^n->:/^5^/Htx<.x/W 255ing(0.858mmol)?rTHF 5mUC^^i|L. 
Ty-<>'v?/V':/p-v-rK 197mg(1.03mmol)^;!j|];t. ^ja-^S^F^^^^Lfco Sf&i^T 

[0257] (11*6011121-2) (S)-2-t-:/h^v';{;/V'7K^/VT^y-3-[4-(4->Ty^yv?yV;r=¥v') 

llii^J121-l-e#b^l/c'fb'^i^329mg(0.802mmol)^THF Sml^t/p'^J'y— /VSmUC 

tL^i^nn/J^/Vi^Gml \zM%\^. WSCI±t^lt 222mg(1.16mmol), ^W-hUf^/WtK 
ci=¥v'/l'T^>' 234mg(0.850mmol)^;tlP^T^?fC2 0 WiW^\^f^ HfSi^T^. iJ'n 

ioTltML. ^tB(7)^b-^tl246mg^&fe@#:i!LT#:rCo 
[0258] (||Jfe^Jl21-3) (S)-2-T^y-3-[4-(4-v'Ty^:/v'/V:^-^v')7aic::^/V]-N-tKndev' 

^ii^J121-2-e#btbfc'fk^tll51mg(0.231inmol) SK)'C{C?^iPL> 4mol/llt'ft7K 
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MS(Fab,Pos.):m/z= 312[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

2.91(lH,dd,J=13.9,6.7Hz),2.97(lH,ddJ=13.9,7.5Hz),3.71(lH,tJ=7.0Hz),5.20(2H,s), 
6.98(2H,d,J=8.7Hz),7.15(2H,d,J=8.7Hz),7.64(2H,d,J=8.5Hz),7.88(2H,dJ=8.5Hz). 

[0259] (^Ji^ajl22) i^2-r^J-%-{\-^:y^y?virxi'7a:.=-fVi^=f-jv-\\\-y(v^—jv-z-^ 
/v)-N-tKp^e^i3t*ja-^T?KWfc;'^i^No.i04](^)'a-^ 

(^ife^Jl22-l) 2-^.--fY^^yti;Vi!^::^fVT^J-Z-(x-^i^^y,v^xxy:^=^,vii=J-)V 

rfT|S(DN"-Boc-hy7'h:77y^>i;/V:r;^7^/V 504mg(1.28mmol)^THF ISmUC^ 
A?L. *^'fb'f-hyi>A(60%)56ing(1.4mmol)^;!jP;lT60t:-eiO^^Ml«^LfCo 
^>^i5f:7/k;^a^:/i;'/V:/aWK0.230ml(1.54mmol)<Sr*Px.T^M-e2.5ltW^i^L 

[0260] (^ife^Jl22-2) {^y2-^r-■fY^^y1J;Vi!^^)Vr%/-^-A^-^■y9y;Vi^rry:z.=•;V^ 
^yWlH-^^K— /W3--r/V)-N-hy^/V;<|-^i/rnt°:t>'T5K(D'6'fig 

^ife0^J122-l-C#^>ixfc'fb-^i^615mg(l.O7mmol)^THF 6.2ml^TJ?^t5'y— /V6.2ml 
{c^j^L. \v!io\/\im.\Y&V')^J^imWL 6.2inl^;!rax.TS?aT?l^^jt#Lfc« RJS 
*^T^. ^iiSr®*U lmol/llt^(cj;oTpH^3-4{c:^SEL. ^WLfc@^$rai 
5lLfCo m^^^^JJ^7^i^l0ml (C^jifL. WSCIig^:^ 289mg(1.51mmol), &U?0- 
hyf-/VtKnar>>/VT^V 3O6mg(l.llinmol)^^JDxLT^ia-e2 0 P^jt#LfCo 
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[0261] (|lii0iJ122-3) {S)-2-T^/-3-il-^:yi^yjU:ttiya^=^/U;^=^/U-lH-f>h^—jU 
-3->r/V)-N-fcKodriy>^nt'';r>T^K(0-a'fife 
llife^3jl22-2-e#fetvfdb-^#I196mg(0.264mmol) ^X^iC^MU 4mol/l:^>fb* 

mu mu(Di\:^m(ommm^.^mg%:^n^Wi^t\.xmtio 

MS(Fab,Pos.):m/z= 400[M+H]" 
'H-NMR(500MHz.DMSO-d +D O): 5 = 

6 2 

3.06(lH,dd,J=7.6,14.5Hz),3.15(lH,ddJ=6.7,14.5Hz),3.75(lH,dd,J=6.7,7.6Hz),5.49( 
2H,s),7.09-7.13(lH,m),7.23-7.29(lH,m),7.54(lH,d,J=8.4Hz),7.65(lH,d,J=7.9Hz). 

[0262] iMM^m) (RS)-2-T5:y-3-(i-'<>'^/w-iH-^^K— /ws-^i'/H-N-tKn^i^:/ 

nf:t>'T5K[^b'^i^No. 105]<7)'^^ 

{MMmi2Z-\) 2-i--:rv^-y1t];v^^;vT^y-z-ix-^:^^;v-m-y(i^Y—/v-z-y( 

rt7|g<^N"-Boc-Miyhy'T^^^v^/^^^7'/V 495mg(1.28mmol)^THF 20mU;i^ 

*^^l::':^hy!^i=^(60%) 48mg(1.2mmol)^;!)PX. 

x^uxmmmwuto sjSiS^Tm. mmu ^vivi:^/uM.:^MK.xo.imo\/mm 

243mg^4S^*iWM#:<tL-C#fCo 
[0263] (Jlii^i|123-2) iRS)-2-t--fh^iy^/l^^:^/]^rS.y-Z-(l-^y^/l^-lH-4l^]^—;V 

^ife^l23-l-e#btbfc>fb-^tl243mg(0.523mmol)SrTHF 2.5mlStJ'p<^/— /V 

2.5mUC^^i|L. lmol/lA^mit'rh^J'>J^:^mm 2.5ml^M^Xm^XAmmm.WLtz 

^^anjjN/l'A4ml (cl^jiilL. WSCIig^ig 159ing(0.830mmol), ^tJ^O-MJ^/VtKo 
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[0264] (||Jfe^J123-3) (RS)-2-T5y-3-(l-^:/^/>-lH-^:/K-/W3-^/V)-N-tKndri^ 

^SS0iJ123-2-e#btT./c^b-a'i^l48mg(O.234mmol) ^Ot^fC/^^L. 4mol/l:^^t;7k 

MS(Fab,Pos.):m/z= 290[M+H]^ 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.85(3H.td,J=7.2,3.8Hz),1.19-1.43(4H,m),1.73(2H,quint,J=7.3Hz),3.07(lH,ddJ=14. 
5,7.2Hz),3.18(lH,dd,J=14.5,7.2Hz),3.76(lH,t,J=7.2Hz),7.06(lH,t,J=7.9Hz),7.17(lH 
,t,J=7.9Hz),7.20(lH,s),7.44(lH,d,J=8.0Hz),7.63(lH,d,J=8.0Hz). 
[0265] mWmVl^) (RS)-2-T5y-3-[l-(4-t-7'f^/V^^>^/P)-lH--r:^F— /V-3-^/V] 
-N-tKn^iX7"nt:°:t^^T^K[^b-a'^No.l06]<D-^fig 

(^ife^Jl24-l) (RS)-2-t-y^hdE^iX;&7V#::i;VT^/-3-[H4-t->^^/W^:/i^/V 
)-lH-rvK-/V'-3->i'/^]7°nlf:*-i^@| -O-v^/V :x.7s'r fV(n>^^ 
riifMON°-Boc-hyyh7T>'^^i^/V^;^7'/V 251mg(0.636mmol)^THF 5mUC^ 

^IL. 4-t->^'^/W'<;^v'/v:/D-7^K0.l40ml^;!iPx.fc^. *^^li■:^^y•J7A 
(60%)24mg(0.60inmol)^;!jP;tT^MTn8ltFfl^i*^Lyt. Sf&i^T^. igiiiL. i^nn 
Jf:/Vi^Sr*P;tT0.1mol/lJi^^U?ia^^Jfc!KT-2fe?^LfCo^7KSiE^^ 

)-e«filL. ^fe(^^k'a-tl218mg^iEfe3^6ii?^ft^L-C#fCo 
[0266] (|lii^J124-2) (RS)-2-t-:/|>^v';{;/VJi^':^/VT5y-3-[l-(4-t-y^yV'<^i;'/W 
)-lH-l':^K— /V-3-^/V]-N-hyf-/W:^-=¥e/7'i3K':^->T5K 
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/UM^^ml izMMU WSCm^M 118mg(0.616nunol). ^U^O-hy^/H^Kn^v'/VT^ 
V 125mg(0.453mmol)^v!]Dx.T^ta-e2 0 mmWLtCo SiSJ^T^^ ^tiu:t^;l^M.^M 

[0267] mMmi24-Z) (RS)-2-T^y-3-[l-(4-t->^^/V^:/v?/V)-lH-1':^K->'V-3-l'/V] 
^IS^ajl24-2-e#btb/c^b-a-^153mg(0.216mmol) ^O'CiCi^jPL. 4mol/l:fe'fl:7k 

MS(Fab,Pos.):ni/z= 366[M+Hr 
'H-NMR(500MHz,DMSO-d +D O): S = 

6 2 

1.23(9H,s),3.10(lH,dd,J=14.5,7.2Hz),3.18(lH.dd,J=14.5.7.0Hz),3.79(lH,t,J=7.2Hz), 
5.36(2H,s),7.06(lH,tJ=7.9Hz),7.11-7.20(3H,m),7.29-7.35(3H,m).7.42(lH,d,J=8.2H 
z),7.65(lH,dJ=7.8Hz). 

[0268] (|life^J125) (RS)-2-T?y-3-[l-(4->Ty^>'v^/V)-lH-^:/K— /W3-></V]-N-t 

mmmn^l) (RS)-2-t-:/h=aE^^/;^/V'^=/VT5/-3-[l-(4-i/T/'<i/i?/V)-lH- 

ffT|R<^N"-Boc-h!;7'h77i/^>'v'/^^^X/V 507ing(L29nimol)<SrTHF 5mUC^ 
)li?L. 4-i/Ty'<:xv?/V^D-r>fK 298mg(1.52mmol)Sr*P;t:fc#. i^mit-tVO^J^ 
(60%)50mg(1.25mmol)$r;!inx.-C^m-ei8^F^^i^Lf:U SlCi^T^. ^illL. i^dp 
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[0269] mMmi25-2) (RS)-2-t-y^hdE.^yT^y-3-[l-(4-v'Ty^>'v*/V)-lH-^VK-/V 
MMMl25-lX^^ib>tlfzit'^mnm^l.02 mmoD^THF 5mlRrj^;^^y—/V5mHZ. 

/VMml izmmU mcmmm. 251mg(1.31mmol), j^U^O-hy^/VtKadE^i^/VT^ 
y 264mg(0.959mmol)tr;!jP;tT^M-e2 0 mmWLfCo Hf&H-T^. ^uxi^/UA^M 

mti(r>^t^m4i6mg^j^^mi^tLxmco 

[0270] (||Jfe^J125-3) (RS)-2-T$/-3-[l-(4-VTy^>'i^/W)-lH-^:/K— /V-S-^/V] 

^M^Jl25-2-e#pDtL/c>fk'g-tl209mg(0.309mmol) SrO'C}C?^iPL. 4mol/lit'fb7k 
m/^^:^-dr1^^»2ml^^lP;t. 0'CT'2^raM#L/c„ SJSi^Tm. mm^^^U p« 

MS(Fab,Pos.):m/z= 336[M+H]* 
'H-NMR(500MHz.DMSO-d +D O): 8 = 

6 2 

3.12(lH,dd,J=14.7,7.2Hz),3.19(lH.dd,J=14.7,7.3Hz),3.80(lH,tJ=7.2Hz).5.50(2H,s), 
7.09(lH,t,J=7.6Hz),7.14(lH.t,J=7.6Hz),7.30-7.39(4H,m),7.68(lH.d,J=7.8Hz),7.76(2 
H,d,J=8.6Hz). 

[0271] (MMmm) (RS^2-T5/-3-[l-(3,4-v^7/^:^-p^yv'/k)-lH--f:/K— /^-3--l'/W 
]-N-tKndp>>'ytifc°;^-yT5K[^b'^i^No.l08]O-^^ 
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mMmi2e-l) (RS)-2-t->^h=¥v';*/VJj?=/l'T^y-3-[l-(3.4-v^:7/V;tay^/W^ 

f^m(DN''-Boc-h])-:fh77>^yi^/^^y^T/\^ 502ing(l .27ininol)S:THF lOmliC^ 
MU 3.4-i^:7/V:^i3^>-v?/V^n-7-rK0.196nil(1.52mmol)?ri)Px.fc^. Tkmt-thV 

:^^/v)xmmu mmo^t^mmmg^m^^mmwtLxntco 

[0272] {mMmi26-2) {ES)-2-t-zfh^iy:iJ^\^^^/^rXy-Z<l<ZA-i^7;V:^xiy<l^iy;V 
MM^\l26'lXnhtltcit-^^4l&mgi0.800 mmoD^THF im\RU^'^/—/\^4m\\C 

/WASml \Z.mMU WSCIii^it 264nig(1.38mmol). RXfO-VV^/l-MV^^-y/V^rS. 
V 306mg(l.llmmol)^*P;tT^?a-eil^r^ii^^LfCo US^^^l'^. ^xixiit-fVJ^^M 

«IBO^l:'^J^350mg^&fe@#:tLT#fCo 
[0273] 126-3) (RS)-2-T5/-3-[l-(3,4-v'>'/V:rn^ Vv?/V)-lH-r:/K-/W3-l' 

|llfe^»J126-2-C#fctlfc'fb-^«^200mg(0.291mmol) ^"Cl^lJ^^PL. 4mol/l:^^b* 
^/S^:^¥f■^^^^2mlS^;!)P;t. ^X,X2nfmmJt. SJt&i^Tm. ^IK^@*L. ^ 

^y-zv^^K.. ^^-^i^-m^Lfco ?i^/-/^m^mmvx$SL^i^vivi7t^j]^j^/ 
^^■^yxmii^'r^^tizx^.mtMt^m(Dm.mm.99.img^^n^mwthx 

MS(Fab,Pos.):m/z= 345[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 
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3.10(lH,ddJ=14.5,7.2Hz),3.20(lH,ddJ=14.5,7.2Hz).3.79(lH,t.J=7.2Hz),5.38(2H,s), 
7.05-7.12(2H,m),7.15(lH,td.J=8.1,l.lHz),7.25-7.31(lH,m),7.33-7.41(3H,m),7.67(l 
H,d,J=7.6Hz). 

[0274] mMmi27) (S)-2-T^y-3-(l-^:x5^/WlH-r>'K-/W3-'f/V)-N-tKn:3|riX7° 
(^M^J127-1) (S)-2-t-yh^5/;«;/l'7j?::^yVT^/-3-(l-^>^/WlH-^:^K— /V 
mi5<^N " -Boc-hy T'hy 7y^>i^/^^^T/U4. 10g(10.4mnio0^il*THF 82mll^ 

[0275] (||Jfef[|127-2) (S)-2-t-:/h^v';(;/V7j?=/VT^7-3-(l-^:/^/WlH-r^K-yV 

-3-f/^)^l3t°^>m(^-^^!g 

^ife^3J127-l-e#btLfc'fk-^i^ 1.84g(3.96minol)^i^:t^i^>' 90ml{C^^L. 10% 
y<yi^^J^^m 368mg^APx.. 7K*#ffi^T-e2^r^^#bfCo S^&iH-T^^ ±'7-C 

(IIJfe^Jl27-3) (S)-2-t-:/hdE^i/;*/^7j?::^/VT^y-3-(l-^:/^/WlH-l'>'K— /V 

O--<Vi^/VtKndr'WVT^y:^^S410mg(2.46mmol)^^nn>!f:/Vi.9ml{Cil?!|L. 
lmol/l*^>^b•:^^y!J^i^7K^3ml^*^^T^U«#Lfc„ rtl^:9-?SL. ^^s;^ 

wi^^||Ji^Jl27-2-e#bt^fc^[^'a'i^770mg(2.05mmol)^^^^/}^/^A8mUC^^i|L 
. WSCimi?*g615mg(3.21nimol)S.tJ?HOBt 304mg(2.25mmol)^^IPx.fc^l^tc::$fe{C^ 

fco ^f&i^T^. i^nnts;vj>.^M^. oAxaoymmimm. mA^Miic^mwut 
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[0276] iMMmi27-4) (S)-2-T^y-3-(l-^>'^/WlH-^:/K— yW-3-^>'V)-N-tKndE^^/ 

o.5moi/mm7Kmmo.5m\\mmu mmu mm^m'^^ticx'onm(Dit^ 
m<Dmmm2.3mg^&^mi^tLxmtLo 

MS(Fab.Pos.):ni/z= 290[M+H]' 
'H-NMR(500MHz.DMSO-d +D O): 6 = 

6 2 

0.85(3H,td,J=7.2,3.8Hz),1.19-1.43(4H,m),1.73(2H,quint,J=7.3Hz),3.07(lH,dd,J=14. 
5,7.2Hz),3.18(lH,ddJ=14.5,7.2Hz),3.76(lH,t,J=7.2Hz),7.06(lH,t,J=7.9Hz).'7.17(lH 
,t,J=7.9Hz),7.20(lH,s),7.44(lH,d.J=8.0Hz),7.63(lH,dJ=8.0Hz). 
[0277] imMmm) (R)-2-T^y-3-(l-^>'^/V-lH-^:/K— /W3-r/V')-N-fcKndri/7' 
tHi':t>T5.hV\:'^^r^o. 1 10]<7)-g>^ 

(^Ji^Jl28-l) (R)-2-t-yh^V;5;/V7K::^/VT5y-3-(l-^^^/WlH--ri^K— /l^ 

Tti|g(DN"-Boc-D-MJyhyr^ 3.00g(9.86inmol)^DMF 60mllC^^L. ^^-feV 
!?i^l.77g(5.42^unol). Jtt^^:^i^/V:/n v^TKl. 17ml(9.86mmol)^ijn;tT^a-e2l^ 
ra^LySio K^&i^Tm. DMF^M*L. a^Srb/v^://B^^:^^/v(^!i^L:^ 

[0278] {mW^i2%-2) {Y0-2-\.-zfV^'yitj;v^=-;vr^j-z-{\-^:^=^-;v-m-^i^Y—;v 
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^JI^J128-l-e#fc'fl:'^i^2.50g(6.34mmol)^r-feh:/50mU^^^i?L3— K^>'^^ 

(IIS6^Jl28-3) (R)-2-t-7>^v';it;/P7K^/VT^y-3-(l-^y^/V-lH-'l'yK-/V 

^J|0yi28-2-e#feti^'fk-a-i^ l.llg(2.38mmol)Sri^:t=^rf-y 56nil(C^j^L. 10% 

222mg^;(jP;t. *^#IS^T-C2^r^it#bfCo Hf&i^T^^ 

[0279] (|llffe««J128-4) (R)-2-t-:/h^i/;fryVJK::^/V'T^y-3-(l-^:/^/WlH-r^K-/V 
-3--f>'V)-N-^:/>?/V^^i>'7'ofc°:rvT5K©-a'fife 

^Jfe^J128-3-tr#btLfc^b'a-t)870mg(2.25mmol)^i:^nn7}^/VA17.4mUC^j!iL. 
WSCI:^^ig647mg(3.38nmiol)^tJ5HOBt334nig(2.48mmo0Sr;!jP;tfc^?^(CO-^:/ 
-:;?/VtKndf ^//VT5>291mg(2.36mmol)Sr;!jn;t. ^?aT'4^ffi^#Lfc„ Mf&)^T^ 
, iJ'aaTfx/VASriPx., O.lmol/l^Tk^lS. fmi^ma-m^LfCo ^^M^tK 

-^^•^>/mm^^/^){cxoxmMu se^jt^ib-a-^ 702mg^*sfe?at^i^iLr 

[0280] imMMl28-5) (R)-2-T^y-N-fcKn:^ri/-3-(l-'<:x^/WlH-r:/K— /l-3-'1'7l^) 

^^l^!ll28-4r'#btl/c'^b-g'^680mg(l.42mmol)^v?:^:ar1^>'35InUC^^iL. 10% 
/^°^i^^/^^^350mg^^JP^-C;K^#ffl^T^ MT19^F^^#UfCo S^&i^Tm 
s ■fe7^^^iJg(^:J;oTMIS£S^^*L. mm^:^^. m&^mLtc, i^xlCTKJ^T. 
4mol/lli>fb;!k^/i?^r^f->'^^5.5ml?fAn;t. 7k?^T-e4lt^jii^Uco SiSiS^T 
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MS(Fab,Pos.):m/z= 290[M+H]* 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.85(3H,td,J=7.2,3.8Hz),1.1^1.43(4H,m),1.73(2H,quint,J=7.3Hz),3.07(lH,ddJ=14. 
5,7.2Hz),3.18(lH,ddJ=14.5,7.2Hz),3.76(lH,tJ=7.2Hz),7.06(lH,t,J=7.9Hz),7.17(lH 
,t,J=7.9Hz),7.20(lH,s),7.44(lH,d,J=8.0Hz),7.63(lH,d,J=8.0Hz). 

[0281] mmmm) My-YBimm^m 

NoJl2].^0hyyh77>tKodr1^p<-hMb-^i^NoJl3]^ffiVNTp«-l'7-KSiSPl 

0.3, 1, ZmMiZf£^i:oiZ.0AmM})ymi-hV^J^mmmpH7A)\mMU 37t:"e4 9 
Coomassie BriUiant Blue R-250-e^fe^, Ty-yhy^—^—iZXi^M^fltc~Mi^^ 

[0282] [^1] 
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3mM 


1 mM 


0. 3mM 


0. 1 mM 


2 


10 0 


1 0 0 


1 0 0 


8 6 


5 


9 7 


3 5 


5 


-3 


6 


10 0 


1 0 3 


9 7 


4 9 


7 


7 2 


1 3 


-4 


-3 


1 5 


9 8 


4 3 


-2 


- 1 2 


1 6 


9 8 


7 1 


1 1 


-7 


1 9 


1 0 1 


9 5 


5 4 


1 0 


2 5 


1 0 0 


4 0 


6 


7 


2 6 


10 0 


6 8 


1 7 


1 1 


2 7 


1 00 


3 2 


7 


1 


2 8 


1 00 


1 0 0 


1 0 0 


1 00 


3 0 


9 2 


8 0 


7 4 


5 6 


3 1 


1 0 0 


1 0 0 


7 2 


2 9 


3 2 


10 2 


8 9 


5 0 


2 3 


3 3 


1 0 2 


9 8 


g 3 


5 7 


3 4 


1 0 2 


1 0 2 


9 8 


3 7 


3 6 


1 0 2 


6 9 


3 3 


1 5 


3 7 


9 4 


3 5 


1 6 


1 


3 8 


10 0 


1 0 0 


1 0 0 


10 0 


4 0 


1 0 0 


9 6 


4 9 


3 7 


7 1 


9 9 


9 8 


9 7 


7 1 


7 2 


1 0 1 


1 0 0 


9 4 


6 3 


7 3 


10 0 


9 8 


9 8 


9 4 



[0283] m2] 
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$2 





>-<7-KSJt5HS/^a (%) 




3mM 


1 mM 


0. 3mM 


0. 1 mM 


1 4 


1 0 0 


1 0 1 


9 9 


9 8 


7 5 


10 0 


1 0 0 


10 0 


8 2 


7 6 


9 8 


9 5 


6 5 


1 3 


8 5 


9 8 


9 8 
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9 9 


9 4 


10 2 


1 0 0 


8 3 


1 2 


9 5 


1 0 8 


1 0 7 


1 0 6 


1 0 2 


9 6 


1 0 4 


1 0 4 


1 0 3 


9 9 


9 7 


9 8 


9 8 


9 8 


9 6 


9 9 


1 0 1 


9 9 


9 5 


9 5 


10 0 


9 7 


9 6 


9 6 


9 3 


1 0 1 


9 8 


1 0 2 


1 0 2 


1 0 2 


1 0 2 


9 5 


9 4 


8 8 


7 8 


1 0 3 


9 7 


1 0 0 


9 5 


8 9 


1 0 4 


1 0 0 


9 4 


9 7 


9 5 


1 0 5 


9 8 


9 8 


9 7 


9 5 


1 0 6 


9 5 


9 7 


9 5 


9 4 


1 0 7 


1 0 1 


1 0 1 


1 0 0 


1 0 1 


10 8 


1 0 4 


1 0 4 


1 0 3 


1 0 2 


1 0 9 


1 0 3 


1 0 4 


1 0 5 


1 0 4 


1 1 0 


1 0 1 


1 0 1 


1 0 3 


9 6 


1 1 1 


9 8 


7 5 


1 7 


1 0 


1 1 2 


1 0 1 


9 9 


6 1 


2 4 


1 1 3 


1 0 2 


9 9 


7 6 


4 2 


75/ ^fT = i?> 


2 6 


7 


- 5 


-3 



[0284] mmm) 7<^/Vt/y:^=¥f— yV-h75/>^«tif^S^ 

DMB(l,2-diamino-4,5-methylenedioxy benzene) ^^KttX-x ^hiZAVClf^m^y 
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HPLCftYMC-Pack Pro C18^yM<l>4.Qnm x 150mm) , ^WiMtLX5mM])yB 
•i-hV^J>^BWWipKIA) •25%T-feh=hy/V. mMOJmL/nm^m^\ Ex352nm. 
Em385nm-em3fe3liS'Srai^LfCo 

{0285] [^3] 



as 





(% h7*y:^) 


9 5 


8 4. 2 ±0. 6 


1 0 4 


8 1. 9±2. 1 


1 0 5 


9 3. 3 ±0. 8 


1 0 7 


8 7 . 3±0. 5 


1 1 1 


7 7. 6 ±0. 5 


112 


7 4. 4±2. 7 


1 1 3 


9 6. 2±0. 7 


75y ifT-$^> 


5 2. 8± 1 . 5 



[0286] {%Wimi) i!^y:t^f— 

^y:^-=¥f---/V0.02mMi:Ki^>fb-^2^0.2mM^PBS0.2mLcti-C37'C.30:$>F^^>^ 

ci^— hLfco ■?:<^=^^ 'i':^:^^.^— v/3:^f-:/7'/viOju L{j:*fbS*<^5mM dmb( 

l,2-diamino-4,5-methylenedioxy benzene) ^?g^;!jPx.^ $^tC4'Ctr7f^P^'<>'^^^ 
-hLra#i-S^^^Vi5^y:^^f— /V^DMBtS^S$-frfCo S/Si^Tm. 0.4My:/ 
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mmmm (pH7.2) ^m^x^p^u HPLazxi^v:t^-^'-/v-DMBmmw-^i^ML 

HPLCIiYMC-Pack Pro Cl8:b7M * 4.6inm x 150mm) . ^WlMtLX5mM])y^ 
'rh])^J>MWWipH7A) '25%T±h^h])/K M0.7mL/mintrffiV\ Ex352nm. 
Em3S5nmXW:^^m^m^VtCo 

[0287] [^4] 



a4 





(% hy^^fif) 


9 5 


6 5. 7±2. 2 


10 4 


6 6. 5±2. 4 


1 0 5 


6 9. 7± 1 . 1 


1 0 7 


6 9. 8± 1 . 2 


1 1 1 


7 5. 2± 1 . 3 


1 1 2 


6 7. 8± 1 . 2 


1 1 3 


7 5. 9±0. 9 


75^ yT-S>> 


3 2. 9±3. 8 



[0288] (|life^J132) (R)-2-T$y-3-[l-(3,4-^;f7/V:tn^^^i?/V)-lH-^:^K-/V-3-^/V] 

-N-t:Knde>'ynt:°:t^T5K[{l::-a-^No. 1 14](7?-^^^ 

(IIJi^Jl32-l) (R)-2-t-:7>^v/;5;/V7K=/l^T5y-3-[l-(3.4-v^7yV;^-p-<;y>'7V 

Hife^J 128-l-t?#fetufc'fb^i^300mg(0.761mmol)^T-fe h^^emltcl^^^L. 3,4-v? 
:7yV:tn^>'>?yvyti-r-rF0.0967ml(0.913mmol)^U^^^-fe^>'>i=. 



wo 2005/073180 



133 



PCT/JP2004/019512 



nojf;/i.A§r*P^TSII*. RXfmi'kM:^'^^^LtCo mykmrn-ThV^J^-^^m 

){Z^^xmmU ^IE(D>fb'a-t)209mg^4ffife»»i:L-C#fCo 
[0289] mMmi32-2) (R)-2-t->^hdriXT?y-3-[l-(3.4-v^7/l':tn-<>'v?yV)-lH-^i^K- 

lllfe^J132-l-^#^)tl.fc'fk-^i^203mg(0.390mmol)5ri^:^-df-f-Vl()mUJ:^^L. 10%- 

GmlizMMU VJSCmnkM 112mg(0.585mmoi), HOBt 55.3mg(0.409mmol). RtlO- 
hy^/VtKn^v//VT^>' 113mg(0.410mmol)^;t)PX. mUX2O0mt^\.fCo 

mr^. ^^^^/^j^^Mxxmm. :i^mit'rmj>^:^mm. mmi^mT^xm^^u 
tL-xntco 

[0290] (^ii^l32-3) (R)-2-T5/-3-[l-(3.4-v'7/V;tn^>^i?/P)-lH-f:/K-/W3-^/W 

]-N-tKndfv'7'nt°^:/T^K[^b'^#JNo.ll4](D'a'fi& 
^iS^J 132-2-e#e>tlfdk'^t)160mg(0.233inmol)^0t: (C?^*PL, 4mol/l:^^b*^ 

Xi^^^'^-^iyisrd^mx.xmm.xAmmimLfzo sjs^-^t^. ^^k^ii^u m 

mmm7.8mg^}^^mi^thxmco 

MS(Fab,Pos.) : m/z= 346[M+H]' 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

3.11(lH,dd.J=7.3.14.7Hz),3.20(lH,dd,J=7.3,14.7Hz),3.79(lH,t,J=7.3Hz),5.37(2H.s), 
7.06-7.14(2H,m).7.15(lH,dt,J=1.2,7.1Hz),7.27(lH,ddd,J=2.2,7.8,11.4Hz),7.32-7.41 
(3H,m),7.67(lH,d,J=7.8Hz). 
[0291] (MMMm) (R)-2-T^y-3-(l-p<^/V-lH-^>'K— />-3-Y/V)-N-tKP^v'>^cif 
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llife^J128-l-e#bnfc'fl:'^#l2.00g(5.07mmol)^T-feh>'40ml{C^j!||L. H-Kp<i? 
>1.89ml^U5^^-fei^!^A909mg(2.78nimol)^iin^T50t:r-48^P^^#L^CoSii& 

[0292] (R)-2-t-:/h^i/;«;/VJK=/VT5y-3-(l-^'5^/WlH-^>K— yW3--Y 

^Sfe^Jl33-lT'#?>tlfC'fb-^i^460mg(1.13mmol)^DME 25mUC^jSL. 10%/-?7v? 

^j|?L. mcmBM. 324nig(1.69irunol)^t;«0-^:/-^/V'tKn:^r^/>'VT5:^ 
143mg(1.19mmol)<lr;!)n;is ^M-ClBBtrait^LfCo SJ^^i^T^s i^nn7}N/VA>Sr;!jp^ 

^iB(Z)<b'&!^257mg<lr e fe@f*:i:LT#fCo 
[0293] (^Jfe^l33-3) (R)-2-T^/-3-(l-p<^/V-lH-'l'^^K— /V-3--^/V)-N-tKn:^ri^>^n 
fc°;t^T5K[^b'^i^No. 1 15] (D-g-^ 

llife^J133-2-e#^)tl.fc'fb'^i^257mg(0.607mmol)^DME ISmUCI^jiU 10%/^7 
v'l^iN^m 120mgtt;iT7Km#H^T^ar*24^P^^4$LfCo SlSi^T^. 

nu Amo\mi\:.Mm/^^^^-^i^2.zm\^Mxx^ux2^mmwuzo rj^mj 

mM\b&mg^^^m{^}lLX%fu 
MS(Fab,Pos.) : m/z= 234[M+H]* 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 
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3.08(lH.dd,J=7.5.14.5Hz),3.17(lH,dd,J=6.6,14.5Hz),3.74(3H,s).3.72-3.77(lH. 

ni),7.08(lH,dd,J=7.2,7.8Hz),7.17(lH,s),7.19(lH.dd,J=7.2,8.2Hz),7.42(lH,d,J=8.2Hz 

),7.65(lH,d,J=7.8Hz). 

[0294] (^ife^Jl34) (R)-2-T^y-4-(l-i/j5'n^d5^v-7Vp{^/WlH-^>'X.-r?^>^— /V-2->l' 
M-N-}:lh'Vi^i^f'=7^mt^mo. 1 16] (D^^ 

rt?ISt^Boc-D-iJ^Vl^i?$>ig^:/>?7W^;^xyU2.50g(7.41inmol)^^na:^/l^A25 
\ZMW^. WSCI:Sl^lt2.13g(ll.lramol), HOBt 1.10g(8.14mmol)Sr^WX.. ^W^^^ii 
FflMLfCo Z.hJk\,2-y3:.==-V^yV'r^y 0.962g(8.89nunol)O^ni33j^/Vi^25ml^^ 

<i:>M^2nm^\-ixm'r\^. ^(o^.m^-^imwmmjt.o s^s^Tm^cI^7}^7^i^ 

1.96g^^afe^fHiL-C#fCo 
[0295] (^Jfe^BJ 134-2) (R)-2-t->^h^S/:^;/V7j?c=.7VT5y-4-(l-i/i5^n^driy/V'p{^/P-lH- 

^lfe0!jl34-lT'#f?tvfc^b-^i^298mg(O.697mmol)^v^i^nn3ii?i^9mUc:^j^L. 
i5rD^dp-»^>.;^yV;^'7'y^^'tK0.094ml(0J72inmol)^;5Px..^m-e50:9-ra^i^b^^ 
i^(cM;T-feh=3r^/';?K^'fk^l>^-:^hy!j7A223mg(1.05mmol)lr;!jPXL> ^ia-C5NFWit 

>KL. ^fEO>ft:^#j247ing^e^@#:iL-C#fCo 
[0296] (|lii^J134-3) (R)-2-t->^>^iy;^7/V7Hri/VT^7-4-(l-iy^n^dr>y/M^/V-lH- 
'^VX^^^^^)/— /W2-i'yW)-N-hy^/V:t^e/yf^7^K(0-^fig 
llife0lll34-2l?#e)tlfe'fb-^^228mg(O.45Ommol)Sri^:rdpf-i^lOnil{J:^^L. 10% 
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6mUC^j^L. WSCIi^^:^ 129mg(0.674mmol). HOBt 60.8mg(0.450ininol). RXfO- 
hy^/VtKndri^/VT^:/ 130ing(0.472mmol)tr*D;t^ ^M-^ommUWLfCo 
j^T#. ^v2vi^/i^J>,:tmx.xm.Wt. ^mi\:i-WJ>^:^^m. mif^i&:i^xm^U 

[0297] (^ife^J 134-4) (R)-2-T5/-4-(l-i^:J^n^^v'/W^^/WlH-^yX-Y^^y — /W2- 
^ii0iJ134-3T*#btLfdb-^#!l69mg(O.251mmol)^Ot:};:?^aL.4mol/l:^{b*^ 

mmmBi.2mg^^^mw^tvxmfco 

MS(Fab,Pos.) : m/z= 331[M+Hr 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

1.08-1.22(5H.in),1.53-1.72(5H,m),1.85-1.95(lH,in),2.32-2.38(2H,m).3.23(lH,dd, 
J=8.3.16.4Hz),3.31(lH,dd,J=8.3,16.4Hz).3.26-3.48(2H.m).3.85-3.89(lH,m).4.26(2 
H,d,J=7.6Hz),7.55-7.60(2H,m),7.78-7.83(lH,m),7.95-7.98(lH, m). 
[0298] (^ii^J135) (R)-2-T3:y-4-(l->i^n^dri/;V^^/V-5,6->^p«^/V-lH-^>'X-Y? 
y )/-/W2-('/V)-N-tKn:3r iy:/^7^K iit^mi^o. 1 1 7] O-^fife 
mMmi35-l) (R)-4-(2-T5/-4.5-i;?7<5"/W7a:n/V;&yW^^-r/V)-2-t->^h=3E^i/ 

ftj|S(DBoc-D-i/;Vi?'^^^^:/i^/V:i^^X/1^2.50g(7.41mmol)^i:^nn7j^/Vi=.25ml 
lC^j>l?L. WSCIit^j^2.13g(12.1mmol). HOBt 1.10g(8.14inmol)'lr;t)P^> MUX5^ 
mtkMUto ril^4,5-i^p«^7V-1.2->'iii^l/>'e;^T^:/ 1.21g(8.89mmol)®^^Cl7J^ 
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[0299] (||]!ife^J135-2) (R)-2-t-:/h^i/;^yV7}?n/VT5/-4-(l-^/i5^t3^=3r^'/Vp<^7W5,6- 

MMmi^5-lX-nhtlfcit^mi00mgi0.220mmol)^T±h=^V])/\^3mU:LmmU^y 
i^o-^^i^^;^;/^7KT/^7=■tK0.029Inl(0.242mmol)^;!J^;t. ^UXGO^mMi^l^tlo 

mwu MMm-thv^j^x^mLtio mm^^^u m^mmimummu 55 
x:x2.5mmm.wvtz. ^it^mrm. mm^m^u ^vviyrs/vj>.=^Mx.. 7i<.mit-rh 

mmu mm<Dit^mi.8mg^&^mi!i^tvxmfco 

[0300] (^ifi^J 1 35-3) (R)-2-t-y>^i/;(7/V7}?^/VT^y-4-(l->'^^n-^dri//v^^yV-5,6- 
MMmm-2Xnhnfc^t-^m27mgliOA25mmol)^i:^:t^-^l^l(MimmU 10% 

^<yi^'i7A^m46mg^mx.x7i^mnm^r. mm.xmmmwuto Rjt^fi^rm. 

6mUC^^L. WSCIit^ii 122mg(0.637mmol). HOBt 57.4mg(0.425mmol), RXfO- 
hy^/WtKo^i/;VT^V 122rag(0.443nimol)^^JP;t, mUX20mmmWLfc^ Hf& 

*i-T^. ^nn7}^/vi.^;(jp^-ci[^. Tkm^ti-wj^^Ti^mm. mm^^T^x^^u 
^-{^tiu-^.;vj^/^m:^^M\z.x.^xmm^. nw.o)it^m2^im^^^^mk 

[0301] (|lii^J135-4) (R)-2-T^/-4-(l-i/i5^n-^^->/V^^7V'-5,6->^p<5^7V-lH-^:/X-^ 
^yi/-/V-2-'l';V)-N-tKndriX>^5^75K['fk'a't>No.ll7](^'g'fife 
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^ife^Jl35-3-C#bny'dk-^i^l47mg(0.209nunol)Sr0t:{C?^*PL.4mol/l:^'fk7K^ 

MS(Fab,Pos.) : m/z= 359[M+H]' 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

5 2 

1.08-1.22(5H,in),1.53-1.60(2H,m),1.60-1.72(3H,m),1.83-L92(lH,in),2.30-2.37 
(2H,m),2.39(3H,s),2.41(3H,s).3.20-3.35(2H,ni),3.87(lH,t,J=6.6Hz).4.21(2H,d,J= 
7.6Hz), 7.57(lH.s).7.77(lH,s). 
[0302] (^iS^Jl36) (S)-2-T5:y-4-[l-(3,4-v'7/V;tn^:xv;?yV)-5,6-i^^f^/WlH-^yX 
-f$i$^y-/W2-l'/H-N-fcKn^i/7'^7^K['fl:-^!^No.ll8](D'a-fiic 
(^iife^Jl36-l) isy2-t-zfh^'^:^/^^:^/^T5./-4:-<l-(.3A-i^-7/V:tn^>i^/V 
)-5,6--;^^5^/V-lH-^yX^^yy-yW2-'f/V)y^yy:J'Ti^i>'K^yi^/V:3i;^7'/V 

MMmiO-lX'i^htltcit^(^500mg{lAOmmod^i^^tin3^^:ylOml{Z.MML, 
3,4-i;':7/V;tn^>'XT/Vx tKO. 131ml(1.21iiimol)^^inxL. ^m.X&0^mUWLfZo 
^:i(;ihyT-feh^iX7K^>fb*:'>^-:^hy^7i^354mg(1.65mmoi)?ri)Px..^MT-24^K^ 

^yy^--{^^-^iy/^^:r.^;V)\z.i:^xmm\^tu ^<Dmmm^^mmu 
m^:xL'^;V)\z^^xnnu nm<Dit^m%nmg^^^m^bvxnfco 

[0303] (^Jfe^J 136-2) (S)-2-t-y |>^V;5;/V3j<=/VT^/-4-[l-(3,4-v'7/W:^D^y v^/W 
)-5,6-i<?^^/WlH-^:^X-r^i5^>^-/W-2-f/l']-N-M;5"/W:^-^i/y^7^K<^-^^ 
||Jfe0!|136-l'T?#^)tvyt>fb-^i^255mg(O.453mmol)SrDME 12.8inl(J:^^^L. 10%/-? 
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184mg(0.388mmol)^S:i^nn7}^/Vi^6ml{::^^iL. WSCimMM. 112mg(0.585mmol). 
HOBt 52.4mg(0.388mmol), RX^O-hV^f-Z^Wn^iZ/l^T^y 112mg(0.407mmol)?r 

[0304] (|life«3jl36-3) (S)-2-T^y-4-[H3.4-i;^7/V:tn^:yi?/V)-5.6-v?^^/^-lH— 
X-r^^y— /V-2-r/H-N-fcKndrVy^y5K Lit-^mNo. 118] (D-^fig 

«^J136-2-C#btLfc{b'^i^85.3mg(0.117mmol)^0t:(^J^iPL.4mol/l:^>fb7K 
^/v?;r^ri^^lInlttx.-t^S-el.5NFP^^#LfCo ^J^^/llTm. ^ltt^®*L. 

mm(Di\:^m(omm.Ao.bmg^^'^mw-t\.xntio 

MS(Fab,Pos.) : m/z= 389[M+H]' 
'H-NMR(500MHz.DMSO-d +D O) 8 = 

6 2 

2.28(lH,dd,J=8.5,15.4Hz),2.34(3H,s),2.38(3H,s),3.22-3.28(2H,m).3.85(lH.tJ=6.6H 
z),5.64(2H,s),7.4(lH,br),7.39-7.51(2H,m),7.53(lH,s)7.60(lH,s). 
[0305] (^ife^J137) {^)-2-r^/-A-{l-y:^=-;V-m-^>X^^^9—}V-2-y(;V)-n-\i\^xi 

(IIM^J137-1) {sy4r{2-y:T.=.;vr^J-yzr.-;V:fy;V/<^^;V)-2-i-ZfY^i^:fy;V^ 

rfT|g<DBoc-i/7l'i?^i^il^V:;='/V3:;^-r;V1.00g(2.96mmol)^i:^nn*/VA10inUC^ 
^b. WSCI:^^li681mg(3.56inmol). HOBt 440mg(3.26mInoO^*P^^ "^U.XbM 
Mbfco ;mSrN-7a:-/V-l,2-y'a.^l/>'i;?T^>' 615mg(3.55nimol)(Di5^Pl3Jf:/V 
^lOml^Of tC2^^/5^tt-C«TL. W4Mm.X\ 0 ffiJti^LfCo SiSi^T^i^ 
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[0306] (^ife^J 137-2) (S)-2-t-:/h^:X*yl'7j?=/VT5y-4-(l-73:=yV-lH-^yX^^i$^>^ 

mMmm-ixmhnfcit^miA2gi2.s2mmo\)^mm28m\\zmMu 6or-ei5B# 
mm^Lfco Emm^^. mm^^^u ^tiu^^/vj^m^. :^mi\:i-hv^j^7\^m 

[0307] (^ffi^J137-3) (S)-2-t-yh^^/;^//V4^'::^/VT^/-4-(l-7a.^/V- IH-^^X-f^^ 

y^—/u-2-^M-N-h])'^^^^^i^y'^y^¥(D^^ 
llil^Jl37-2-e#^^^fc'^k-a•i^l.08g(2.22mmol)?^DME 50ml WjJlL, 10%/^°7v? 

425.1mg(1.07minol)^i:7na7jN/VA8mUC^^L, mCimBM. 309mg(1.61mmol). 
HOBt 152mg(1.12mmol). &U«0-h!;9^/VtKndrv'/VT^y 324mg(1.18inmol)^;!jPX. 

. mM.x2mmw^'ut, sj^^j^t^. i^nxi^^;vj>s^MK.xmm. imi\:.'f-v')^j>^ 

i[:^m3&mg^!^^m^!^t\.xmfco 

[0308] (Hlfe^J 137-4) (S)-2-T^y-4-(l-73:=/V-lH-^:^X-r^i5^>^— >'W2-l'/V)-N-tK 

218mg^fifea#:i:LT#;fco 
MS(Fab.Pos.) : m/z= 311[M+H]' 
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'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.26-2.34(2H,m),2.99-3.09(2H,in),7.29((lH,dJ=8.1Hz),7.51(lH,dt,J=l.l,8.2Hz),7.5 
8(lH,dtJ=l.l,8.2Hz),7.59-7.67(5H,m),7.88(lH,dJ=8.2Hz). 
[0309] (^ii^!ll38) (R)-2-T^y-4-(l-73i::^/W5,6-v?^5^/WlH-^yX-r^i?'y— /W2- 

(MMmm-l) (R)-2-t->^ >:arv';&/V)!K^/VT5/-4-(5,6-v^^^>'WlH-'<>^X^^^ 

^ife^J135-l-e#^)tl.fC'fb'^i^834mg(1.83mmol)^@^^8.5mlt;i^0L. 60t;T*3^ 

mmwuco Rmmm. ^m^m^u v/v^^i^/mm^^^^^v^Mx.^ imit-rv 

[0310] (^Jfe^!|138-2) (R)-2-t-7'>=3rv^;*/V2}?:::^/VT^y-4-(l-73i=/V-5,6-v?^f-/WlH- 

^li^Jl38-l-e#e)nfc'fb-a'tl362mg(0.826mmol)^THF 10.8ml(J:^j||L, 7a:- 
7V#ciV^201mg(1.65mmol). 1^^(11) 225mg(1.24mmol), 
0.127ml(1.65inmol). ^U^^^— v^— y;^500mg^^rax., ^^#ia^T^m-C48^ 

[0311] (R)-2-t-:/h:^i/;«;/V3!K=/UT^y-4-(l-73i-/W 5,6-i^p<^/V 

-lH--<i^>CV5^y-7W-2-i'/v)-N-hy^yV':t=¥^^>^^^5K©-g'^ 
lllfe0iJ138-2-C#^tLfc>fb'^iill73mg(O.318mmol)SrDME 8.5ml(3:^jiSL. 10%/-?7 

iC^j^L. WSClJ&i^Jt 91mg(0.475mmol), HOBt 43mg(0.318mmol). RX^O-V)'^ 
;v\iYn^i^;vr^-y 92mg(0.334mmol)?r;!)nx.. m^-^ldmmWU-zM.. 
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[0312] (^Jfe«ajl38-4) (R)-2-T^/-4-(l-73:::^/W5,6-v?p<^/WlH-^^^X^^^y— /V 

-2-^yV)-N-l::KP^^>y5^75:K ['fk'g-J^No. 120] (D^^ 
MMm 1 38-3-e#btlfc^ b-^^ 1 78mg(0.26 D^Or fC?^iPL. 4mol/l:^{b7K^/ 

^^f-:/2mi^;!iD;tTMT?4^Ffl^#Lfc„ Rit^mrm. mm^m^u mi^^^ti 

MS(Fab,Pos.) : m/z= 339[M+H]' 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.26(lH,dd,J=8.2,15.4Hz),2.29(lH,dd,J=8.2.15.4Hz),2.32(3H,s).2.40(3H,s),2.97-3.0 
2(2H,m),3.65-3.75 (IH ,m), 7.07(lH,s),7.61-7.70(3H,m), 7.71-7.80(3H,m). 
[0313] (^ife^l39) (R)-2-T^y-4-[l-(4-^^/V'>'a:-/V)-5,6->^^^/V-lH— OX-f^i?' 
/V-2--l'/V]-N-fcKndrv'>^'5^^5K['fb-^ifeNo.l21]CO'^^ 
(Ilife^SJ 139-1) (R)-2-t-^hdriX;;&/V/j<-/WT^y-4-[H4-^5^/V73i^/W)-5,6-i> 
p<'^/WlH-^:/X^$y>^— /V-2-^7V]^f^y5/j5'Ti^5'K'<:^i^/V3:;^7'/V(D-^fife 

^ife^J138-l-e#?5^Xfc'fk'6'i^373mg(0.852mmoi)^THF 12inUC^ft?L. 4-;/5^7W 
73:r:/V7}?o>'^231mg(1.70mmol), g^^^(II) 232mg(1.28mmol). h'Vi^y 
0.131ml(1.70mmol). ^U^=Ly—i^—^::^500mg^M^. ^^^ffl^T^MTMSNp 

m^'^Mi^xoxmnu ^^(Dit^m^emg^n^'jf^m^MtLxmco 

[0314] (|life^J139-2) (R)-2-t-:/h^->;{;/V7K^/l^T^y-4-[l-(4-^^/V7ai=/^)-5,6-v^ 
^f^/WlH-^:yX^^y>^-/V-2-^7V']-N-MJ^/l':*-^^^^y^K<7)'g-^ 
IUI^J139-lt?#btiyS:>fl::'a-i^246mg(0.478mmol)S:DME 12ml{C^»PU 10%/-?9 
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5.5ml{C^^Sb. WSClMM^ 122mg(0.637mmol). HOBt 57mg(0.422mmol), ^t^O- 
hU^^/VtKndriy/WT^V 121mg(0.439mmol)?rAP^, ^WiXlsmmi^Vfc^^ O- 
hU^/VtKndrv'/vr^:/ 60mg(0.218nimol)^tj?MJ3^^/VT5>'5M^*P;t^ Mi^^ 

•^>/mm=^f-M\zx.oxmmL. m^<Di\:.^mi2mk^^mMt\.xnf^ 

[0315] (IIJfe^J139-3)(R)-2-T^y-4-[l-(4-p<5^/V:73:=/V)-5,6-i?p<^/W-lH— <:/X-r5 
^i£^J139-2T^#^)tLfc^b'^i^l72mg(0.248mmol)^0^ tcML. 4mol/l:^'f[i7k^ 

/'yir^-^^y2mm\[x.xm.uxmfmm.tio s^sj^t^. ^^^@*b. 

^»c:i«?^|EO'fb'g'!^(DJg^^96.7ing^fife@ft:i:L-C#fCo 
MS(Fab,Pos.) : m/z= 353[M+H]* 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.25(lH,dd,J=8.2,15.2Hz),2.28(lH,dd,J=8.2,15.2Hz),2.32(3H,s).2.40(3H.s),2.47(3H 
,s),2.96-3.01(2H,m),3.65-3.75(lH.m).7.07(lH,s),7.50-7.56(4H.m),7.64(lH,s). 
[0316] (^ife^jHO) (S)-2-T?/-4-(l-:73:r:/V-5,6-'^p<^/V-lH-^:^X-f^^y-/V'-2- 

^;v)-n-MY^^^yf'^y^m\:i^m^o.i22'\(D^^ 

(^ife^J 140-1) (S)-2-t-:/h^v/;^/1^7}^'::^/VT?/-4-(5,6-v?^^/V-lH-^^X^^i5^ 

y-/w2-^/v)>^'^y5/i^Ti/5'K'^:^v?/v:i:;^7^/K^-g>fife 

^ife«ajll0-ll?#P>Hfc>fb-^i^3.17g(6.96mmol)^S^^32ml{C^^?U 60*C-t?2.5 

^mmwLito siSi^T^. ^is£Sr®*L. v;v=^:y/mm.^^^\^^M^. imit-r 
^^^\.xm)^^'^ir^:Lh\zxy).mtwh'^mzMg^mm^mw-ti.xwco 

[0317] (Hife^J 140-2) (S)-2-t->^ >:3ri^;«7yV/1^'c=^/WT^7-4-(l-7a:r:/W5,6-i^^5^>'W-lH- 



wo 2005/073180 



144 



PCT/JP2004/019512 



n^|^278mg(2.28mmol). ^mMiU) 311mg(1.71mniol), t°!;v^>'0.175ml(2.28mmol). 

mmu m:m(oit^m2mmg^^n^m^mh'Lxm^o 

[0318] (3liS^J140-3) (S)-2-t-^h^i/;(;/WxJ?:=iyWT^/-4-(l-73i=yW- 5,6-v^^5^/V 

%W\U(y2X%hflk.\t^W4 mg(0.396mmol)^DME 10ml{C^j^L> 10V>°7 

iJl^^L, WSCIl^^M 114mg(0.595nunol)^t;O-byf^/VfcKn^v'/VT^:/ 
115mg(0.417inmol)^lr^IPx.. ^m.X2Zf^mM.tio S^&i^T#^ i?nc2zK/Vi»^^JP;t 

72.0mg^ feia^«^iL'C#fc:o 
[0319] (11*1^140-4) (S)-2-T5y-4-(l-7a:=/W5.6-i^p«^/WlH-^VX^$i5^/-;V 
-2-f /V)-N-tKn=3E^i/:/^y^K [^b-g-tJNo. 122] (^^^^ 

^ife^J 140-3-^-#^)tlfdb'^i^72.0mg(0. 106mmol)^0°C (C/^fSPb. 4mol/l:^'fb7K 
^/v?:<j-dff-V0.72ml^;!jPXLT^?aT'2^ra»L/Co SJ^^i|^T#. ^^^@*L. 

mmm2o.2mg^&^mi^tvxmfco 

MS(Fab,Pos.) : m/z= 339[M+H]* 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.24-2.31(2H,m),2.32(3H,s),2.41(3H,s),3.00-3.07(2H,m),3.65^3.75(lH,in),7.09(lH, 
s),7.65-7.68(3H,m),7.72-7.77(3H,m). 
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[0320] (MMm 141) (S)-2-T5y-4-[l-(4-p<^/V73:=/V)-5.6-v'^^/V-lH-^ VX^^i?' 

IIJfe^Jl40-lT'#6)*V^'fk'a-«^507mg(1.16inmol)^THF 20mUJ:^fi|L. 4-p<^/W7 
3::^;V7Kn^^310mg(2.28mmol). S^^(II) 311mg(1.71mmol). t°yv':^0.175ml(2. 

28mmol), ^Udr^xy-^y-y^eTOmg^^PX.. ^^#ia^T^®-t?48NFr^ii^Lfc 

fCioTML. :gtB(D>fb-g-#l246mgSr^^fef&^t)i:L-C#fCo 
[0321] {%WSm\-2) (S)-2-t-:7>^i/;5;/W/j?::i/kT5/-4-[l-(4-7«^/V:73i:::^7k)-5,6-v'p< 
^/WlH-^:xX>r5:^y— /W-2-'l'7V]-N-hyf-/k:t=3rixy'^^^KC>'^fig 
^»J141-l-X?#^ixfc'fb##l243mg(0.461nimol)^lrDME 12inllc:^ji?L. 10%/-?7 

WSCIit^:^ 133mg(0.695mmol)^TJ?O-hy5^/H:Kndev'/VT5:/ 
133mg(0.483mmol)^;!JO;t. ^MT'20^^^#UCo HJSi^Tm> i5'Dn*:/V'i.Sr;!J0;t 
■C^@7K-e^5fe#^L. *il;!K«iE^-^-hy!J7i»-e^j!iLfCo ^l«^®*L. m^^i^V:^^/^ 

269mg^ afeia^tli;Lr#/c„ 
[0322] (^Ji^Jl41-3) (S)-2-T^y-4-[l-(4-p<5^/V73i::i7W)-5,6-v?y^/WlH-<>'X-i'^ 

^?'y-/w2-r/>]-N-tKDdfiy:/^7^K[>ft:-^i^No.i23]©^fig 
^lfe0Ol41-2l?#b*l/^'fb-^*^269mg(O.386nunol)'lrO'C{J:i'^iPt.4mol/l^t>fb*^ 

/i^:^3E^f-i^2.7mltr;!)PX.T^?a-e5P#ram^UfCo SiS^HT^. ^i£^®*L. @ 

mmmi lOmg^ e&@#:tL-C#fCo 
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MS(Fab,Pos.) : m/z= 353[M+Hr 
'H-NMR(500MHz,DMSO-d +D 0) 3 = 

6 2 

2.24-2.30(2H,m),2.32(3H,s),2.40(3H,s),2.48(3H,s).3.00-3.04(2H.m),3.65-3.75 
(lH,m),7.09(lH,s),7.54-7.55(4H,nO,7.66(lH,s). 
[0323] mmmU2) (S)-2-T5/-4-[l-(4-p<h=3f^'>7ii:=/V)-5,6-:^P<^/WlH-^:/Xxf^^ 
7V-2— r/V]-N-tKndr>'y^75KMb'^i^No.l24](D'g'fife 
(^ife^Jl42-l) (S)-2-t->^>drv^;f7/V7if-;kT^y-4-[l-(4-p<h^i/7a:r:/V)-5,6-i^ 

lllfe«»Jl40-l-C#btbfc'fli'^i^508mg(1.18mmol)SrTHF 20mU;i^jSL. 4-p<h^i/ 
73;=/VJj?a:/^347mg(2.28nunol). g^^(II) 311mg(1.71mmol), t'yv?:/ 
0.175ml(2.28mmol). ^1/^3.^— v'— y;^670mg^j)PX.^ B^^MUT^UX^iS^^ 

[0324] (|lii^J142-2) (Sy2-t-y'V^-y:i}/V'yi^=^/UT^/-4-ll-(4-?^h^i^y:i^:=^/Vy 5,6- 

i^^^/v-lH-^:^X^$i$^i/-/w-2-^yw]-N-hiJ^/W:^=3f-iX7^"^7^KO^fig 
*ii«»J142-l-e#b4xfc^b-^i^250mg(0.460mmol)^DME 12.5mHC^«?b. 10%^< 

7e^!>A^^75mg^;!)n;t-C7K^#ffl^T, M-e3^Fflii4«^Lfco SJeJ^rm. -fe 

6.6mUC^)lifL. WSCI:^^:Sl32mg(0.689mmol)^U^O-hy^/VtKctdri//VT5:>' 
133mg(0.483mmol)^ilP;t. ^M'e20^F^^^Lfco K^&*^T^. i5'on*:/VA<Sr;tinx: 

^y^irxf^V^yy.(-{-^ir-^^y/mk:^'^fV)\Z^^XmmU ^^^(Oih-^m 
256nig^ a fe?a:|^!^i:L-C#y5:o 
[0325] (^iS^SJl42-3) (S)-2-T57-4-[l-(4-^hdriX73i^/l')-5,6-v^p<^/V-lH-^>X-r^ 
^)/-/W2-Y/H-N-fcKo^i^:/^75K[>ft:'e'ifeNo. 124] (D-g-fig 
^ii^J142-21?#b*Vfe'fb'^<^256mg(0.360mmol)^0*C{J:?&*|IL.4mol/lig{k;lC3(| 
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MS(Fab,Pos.) : in/z= 369[M+H]^ 
'H-NMR(500MHz,DMSO-d +D O) 5 = 



2.23-2.28(2H.m),2.32(3H,s),2.40(3H,s),2.98-3.02(2H.m),3.65-3.75(lH,m),3.89(3H, 
s). 7.08(lH,s),7.25(lH,d,J=9.0Hz),7.59(2H,d,J=9.0Hz),7.65(lH,s). 
[0326] mmmUZ) (S)-2-T$/-4-[l-(4-7/V:tn>'=:=/V)-5,6->:?p<f^7V-lH-<:^X^^ 

(HM^Jus-i) (s)-2-t-y^df^/;5;/^7K=/^T5y-4-(l-(4-7/^3^a:7zIl=:/^)-5,6- 

^ii^J140-l-C#f3tl/fC'fb'^i^505mg(1.15mmol)^THF 20mHC^^L. 4-7/P:t 
ci:7a:r^/V7j<ai^^319nig(2.28nunol), g^^(II) 311mg(1.71mmol). Ifyv?:/ 
0.175inl(2.28mmol), ^I^^^^— :/>^670mgSr;!)nx.. ^^#ia^T^®T?48^ 

[0327] (Hife^Jll 143-2) (S)-2-t->^h=Sri>';&/k7X=/VT^y-4-[l-(4-7/V':ta:7a:=;V)- 5,6- 

i?p<^/V-lH-<>X-r$^i/-/V-2-Y/V]-N-hy^/V:t=3ri/^"^^5K(^'^^ 



^ife^J143-l-e#ttt^C'fk'^tl272mg(0.513mmol)^DME 13.5ml}C^^L> 10%/-? 
7v^!>A^m81mg^;(;P^T7K^#ffl^T. ^mT'3I^F^^#LfCo S^&)^T^. -fe 

141mg(0.512mmol)^ijnx.. mUX22mmmWLtCo Rft^T^^. i^ncixJ^/VA^;!)Px. 
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[0328] (||ft^J143-3) (S)-2-T^7-4-(l-(4-:7/U;rn73::^/V)-5,6-v=^5^/WlH-^>'X^ 

MS(Fab,Pos.) : m/z= 357 [M+H]* 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.22-2.29(lH,m),2.33(3H,s),2.41(3H,s),2.99-3.06(2H,m),3.65-3.75(lH,m),7.13(lH, 
s),7.58(2H,t,J=8.8Hz).7.67(lH,s),7.75(2H.dd,J=4.9,8.8Hz). 
[0329] (Ilii^l44) (R)-2-T$y-4-[l-(4-;^^/V73:=/V)-lH-^yX>l'^i?')/— yW2-r7V' 
]-N-tKndei^f-^^K[^b-a-i^No.l26]<0'a-fi& 

(Hlfe^J 144-1) (R)-2-t->^h^e/;{;/V7K=/VT5/-4-(lH-^yX^5i?'i/-/W2-^ 
«^J134-l-e#fjtbfc'fb'a-#»501mg(1.17nimol)^g^^5ml{C^^|?L. 60'CT*4^ 

wit^Lfco Kjs^rm. ^is^^s^L. wv=^yxmm=^i'/i^^MK.. ig^Tfc. 
zbimg^^^mmt\^xntio 

[0330] (Hife^SJ 144-2) (R)-2-t-:^h=¥i/:^/VJH^/VT^ y-4-[l-(4-7<^>'V73::=^/V)-lH-^ 

:/X^5^>^— /w2-i'/v]y^i;5'i!'Ti^5'K'<:^i^/v^xx/KD'a-^ 

■ ||Jfe^J144-l-e#^)tlfe^b'^#J308mg(0.852minol)SrTHF 10mUC^fi?L. 4-p«^/V 
:73^:^;V7Kn:/^204mg(1.70mmoI). g^^(II) 206mg(1.28mmol), \f^)-y> 
0.1.16ml(1.70mmol). ^1^^3.7— V—^'X450ing$rinx.x i?^#ffl^TM-C30[^ 
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[033 1] 1 44-3) {R)-2-i-y~h^^y^;V^:=^;vr^J-A-ll-iA-}^=^;vy:^=-M-\H-^ 

^ii^J144-2-e#btbfC'fb-^i^222mg(0.443mmol)^DME 12ml|C^^b. 10%/^^ 

\zmM\^. "^SCmBM. 72.9mg(0.381nunol). HOBt 51.5mg(0.381mmol)Jlt^O-hy 
^/V'tKndrv'/WT^y 110mg(0.399nimol)SrAD;t. hy^5^7VT5V^iPx.pH^6;{i^e)7 

[0332] (^ife«»J144-4) (R)-2-T^7-4-[l-(4-p<f"/V73:::^/V)-lH-^>-X-r$yy— /W2-r 
yH-N-tKndE^i>^5"95K [^fb-a^i^No. 126] (D-g-fig 
^M^J 144-3-e#e>tlfc^b'a-t) 153mg(0.229mmol)^0t: (clJi^iPL. 4mol/lit'f[^7R^ 

/i^it^-^>2mm]\7Lxmu.xzmmm.fco s/Si^Tm. ^ik^s^l. sft: 
mmQAmg^^^mPfhi.xmi, 

MS(Fab,Pos.) : ni/z= 325[M+H]* 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.26-2.31(lH.m),2.32(3H,s),2.45(3H,s),2.99-3.04(2H,m),3.65-3.75(lH,m),7.29(lH, 
d,J=8.1Hz),7.48-7.59(5H.m),7.87(lH,d,J=8.1Hz). 
[0333] (HJi^jUS) (S)-2-T5y-4-[l-(3-7/V:^-n^y>:;^/V)-5,6-v?7{^/WlH— <^X-r5 
yy-/W2-r/V]-N-l;Kndr-^7'f^75K['fb-g-#3No.l27]0-^pJc 
(*ife^«Jl45-l) (S)-2-t-yh^iX;«7/V7K^/VT5y-4-[l-(3-7/V:^P^:/i^7V)-5,6- 

v'7<f^/wiH-^:/X^^^>^-/v-2--r/v]:/^y3/^Ti^yK'<yi?/v:t;^7^/vo^^ 
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3life^Jl40-l-C#^tlfc'fk-g>#J298mg(0.682mniol)SrDMF 6ml{C^jl^L. 3-y/V:t 
^^>-i//^y^^WK0.094ml(0.755mmol)&U^^^^rv'•^?i^ 223mg(0.686mmoi)^^n 

96mg^ e fef&4^^i:LT#fCo 
[0334] (^ife^J 145-2) (S)-2-t-:7>dr>';57/V7}^";:^/VT5:y-4-[l-(3-7/V:tn-<y v?;V)-5,6- 
i^p<f"/V-lH-^>X-r^^y-/W-2-'r7^]-N-hy^/l-:*-^:y:/^7^K<D'g-fife 
HJS^SjUS-l-e^btVfcfL-a^i^QenigCO.lTSnimoD^DME 5ml{^^j^L. 10%/^7v? 

^^L. WSCI:^^J& 48.3mg(0.252mmol). HOBt 22.7mg(0.168nimol). ^TO-hy^ 
/VtKn^v'/VT^^^ 48.6mg(0.177mmol)^i)PX., ^?a-ei6ltF^^#L;rCo ^^&i^T 

[0335] (Mmm 145-3) (S)-2-T^/-4-(l-(3-7/V:tn^i^^^/'V)-5,6-i;?^^/WlH-^VX^ 
^^>/w-;v_2-^/V)-N-tKndri/y^^^K[^b-a-i^No.l27]0'^fig 

llii^ail45-2-e#btVfC'fk'g'i^72.1mg(0.101mmol)^0t:{;i?ffiPL. 4mol/l:^'fk7K 

7V)(3j;oT«Sl-rsrt{^ct>?^IE<D>fb'^i^<7):^^^31.9mg;Srefe@#:i:Lr#fc 

o 

MS(Fab,Pos.) : m/z= 371[M+H]' 
'H-NMR(500MHz.DMSO-d +D O) 6 = 

6 2 

2.23-2.40(2H,m),2.31(3H,s),2.35(3H,s),3.14-3.23(2H,m),3.84(lH,t,J=6.6Hz),5.61(2 
H,s),7.03(lH,d.J=7.5Hz),7.08(lH,d.J=9.5Hz)7.18(lH,dt,J=2.2,8.5Hz),7.39-7.45(2H. 
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m),7.54(lH,s). 

[0336] (MMmue) (S)-2-T5y-4-[l-(3-rihn:7:n::^/V)-5,6-v^p<^/WlH-^^X-r^^y 
-/V-2-^/H-N-tKpdj^v^y5^7^F Ut^mo. 128] (D^^ 

^/WlH-^>'X^$i5!^y-/V-2->r7V]>^5^y5/i5^Ti/5/K^>i^/V3i>^^/W(;5-g-^ 

^»J140-l-e#^tLfc'fb'g^#>301mg(0.688mmol)^THF 9mnz.mMU 3-^hn7 
a::x/V#n^^229mg(1.37mmol), 187mg(1.03mmol). H'Ui^y 

0.106ml(1.37mmol). '^l^^:=.y-iy-y'7.mmg^mx.. ^*#H^T^M-e23l^ 

^:r^7V){CioTl*$SL. ^E<D>fli-a-i^75.3mg^|t^3tei^i^K<i:LT#/Co 
[0337] (^M^Jl46-2) (S)-2-t->^hdr:y;*;/l'7}?r:/PT^y-4-[l-(3-r:^ho73.=/W)-5,6-v?p< 
5^/WlH-^:/X-i'5yy'--/W2--l'/V]-N-h!;^7l-:^^>>y^f^9$KO'g-^!fe 
^ji^J146-l-e#6)tifc:'f[:-^#>75.3mg(0.135nimol):S'THF lOml. ^iJ'y— /V 10ml{C 

^^HL. 2%^^;(;y'jri.7KW iomi^^px.r. ^ta-es^pfljtH^Lfco s^S^rm. 
mmTkx-m^Lfc^M^^mLtio ::ti^^vti^ji'M.i.5 muzmmu mem 

28.0mg(0.146inmmol). StJ«0-MJ^/VtKo=¥i//VT^i^ 28.3mg(0.103mmol)?r 

[0338] mmmi46-3) (S)-2-T^/-4-[l-(3-y'/V:tP^>'i;;?/V)-5,6-i^^^/V-lH-^yX^ 
^yy-/W2-i';>]-N-fcKndri>'>^^^$K[<b-^i^No. 128] (T^-g-fife 
MmmU6-2Xnhtltcit^mMJmg(0M78mmo\)^0X:iZ}^mUimo\/[mt7l(i 

m/i^^^D-yojmm\iK.x^uxAmmmwLfco Sfs«i-T^. ^ii^®*u 
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MS(Fab,Pos.) : m/z= 384[M+H]' 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.19-2.30(2H,m).2.31(3H,s),2.38(3H,s),2.89-3.01(2H,m),3.69-3.77(lH,in),7.14(lH. 
s),7.61(lH,s),8.01(lH,t,J=7.8Hz),8.08(lH,d,J=7.8Hz),8.52-8.55(2H,m). 
[0339] (^ife^J147) (S)-2-T^y-4-[l-(4-h!;7/V:tn^f^;V^:/v?/V)-5,6-v'^f-/l'-lH- 
^^X^^i5^y-/W2-l'/H-N-tKn^iX>^^^^KWk-^#lNo.l29](^'^fig 
(MMm^i-l) (s)-2-t-yh^s^:!&yV7j?-7WT5/-4-[l-(4-MJ7/v^pp<^/v^>>^ 
/V)-5,6-i^p<^/W-lH-^VX^5y>'-7W2-'f/V]:/^y5/^T^/'yF^i^-^'/V^;^X 

^ji^^J140-l-e#btL/c^b'g-i^448mg(1.03inmol)^DMF 10ml};i^j5?U 4-hy7/V 
::i-n^^;V^Vv^/vyci-vxi'K0.269 inl(1.12mmol), v?-^y7'ntVV:t^/VT^:x 

0. 165ml(1.02mmol)^t;«^^-fe^/l^A 163mg(0.57mmol)^lr^)P^. ^a-e2l$^^#L 

1, /g^^^^/i.){cj:oXi^Si^fa<D^b-a^i^2i3mg^e^f&jyti^i:b-C#fco 
[0340] (||Jfe«a|147-2) (S)-2-t-:/h^i/:*/V^^=/VT5y-4-[l-(4-M;7/V:tnp«^/V^yi;^ 

/W)-5.6-i^^5^/WlH-^^^X>f5i5^:/-/W2->r/V]-N-by^/W:t^v^>^^75m'^ 

^ife^J147-lT'#bti/db-^i^l58mg(0.265mmol)§rDME 7.5mUC^j!||L. \m^y 

3.6inl{C^j!i?L. WSCI^®?:^ 72.1mg(0.377mmol). HOBt 33.9mg(0.251inmol). :R.t/ 
0-hy5^/VtKndri//vT5V 72.6mg(0.263mmol)lrllPx.. ^?a-e20^r^it#Lfc„ S 
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[0341] (^M^J147-3)(S)-2-T^y-4-[l-(4-h!;7/V;*-n7«^/V^>->'/V)-5,6-v=p<f^/WlH- 
^»J147-2T'#e,;h.fc^|^'^ifel66mg(0.218nunol)^0r{;:?^iPL.4mol/lJi'fk7fc^ 

MS(Fab,Pos.) : m/z= 421[M+H]' 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.25-2.34(2H.m).2.33(3H,s),2.37(3H,s),3.20-3.28(2H,m),3.84(lH,U=6.6Hz),5.77(2 
H,s),7.45(2H,d,J=8,2Hz),7.51(lH,s),7.60(lH.s),7.75(2H.d,J=8.2Hz). 
[0342] (MMMUa) (S)-2-T$/-4-(l-:73:=/W5.6->':i^PO-lH-^^X-f^^y— /V-2-^ 
/V)-N-fcKndE^i/y^7^K['fb#i^No. 130] (D-^^ 

(*lfe«»Jl48-l) (S)-2-t-:/h^ri/;&/VzKr:/>T5y-4-(5,6-i^^an-lH-^>X-i'5y 
i/— /W2-^/W)>^^y^yiJ^ri/5/K^>'i^/Va:xxyl'(7)-^fig 
MMmn2-lXmhtltcit^m2Mg(5.72mmol)^mm28mnmmU 60'C-ei5^ 

mmwLfco Mjs^iT^^ ^^^^5feL. h/i^:^yx^m^zmn\M&^mi-^:i 

[0343] 148-2) (S)-2-t-:/bdei/;{;yv^-/l.T5y-4-(l-73i=/V-5.6-i?i5^Cin-lH- 

^i/X^5^y'--7W2-^/v):/^i;>;/j5^Te/5'K^>i;'/V3i;;^7"/vo-a^j^ 

^lfe^J148-l-e#e)tl.fc'fk'^tf504mg(0.965mmol)^THF ISmU^^^L. y:^=-/U 
4^'nv^233mg(2.08mmol). g^^(II) 260mg(1.56mmoO. t'yi^:^0.156ml(2.08mmol) 
, ^Wdf.:x^-:X-^';^670mg^;iP;t, ^^#IS^T^M-C72I^^M#LfCo 

WML. ^IB©jb-a'i^l62mg^«i^Mfe?a^^i^i:Lr#fco 
[0344] (^ife^l48-3) (S)-2-t->^h^ri/';i57/WJ}?c:i/WT^/-4-(l-:73:=/W5,6-i;?^ni3-lH- 
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^Jfe^Jl48-2-e#btvfdt:'a'^162mg(0.288mmol)^THF 8mK ^^7— 16ml{^ 

M^^m^tCo :itl.^i^PCi7)^/Vi.3.6 mUzmMU WSCI:^^:^ 77.0mg(0.402minol) 
. SrJ^O-hy^^yVtKndrv^/VT^;/ 77.5mg(0.281inol)^>!jPX.. ^UXnmmMWi^ 

'7Y^yy^-{--^^^>'/v(m^'f-f\^)\^i.^xnm\^. ^^(o^t^mmmg^^n 

^^'^mtx^xmco 

[0345] (^Ji^*yi48-4)(S)-2-T5:y-4-(l-:7a.::^/W5,6-v'i^nti-lH-^^^X-l'^^V— /V-2- 
y(;V)-n-\iYxi^\/zff-y^¥ Ut-^mno. 1 30] O)^^ 
|IM^»Jl48-3T?#btl.fdk'a-i^l03mg(0.143mnimo0^0*C{C?^iPL.4mol/l:S>fb7K 

m/'j':^^-^^^m:m^xm^xmwiwm.tc^ s^&i^Tm^ ^m^m^u m 

(CJ;oX»iSlt-SCi:JCJ;t)^tfl(D>fb'a-<^<^:^^^48.4mg?:^jtfe@^iLX#yto 
MS(Fab,Pos.) : m/z^ 379,381, 383[M+H]* 
'H-NMR(500MHz,DMSO-d +D O) 5 = 

6 2 

2.21-2.34(2H,m),2.75-2.90(2H,m),3.68-3.75(lH,m),5.61(2H,s),7.34(lH,s),7.75(2H, 
dd,J=1.7,7.1Hz),7.62-7.74(3H,m),8.00(lH,s). 
[0346] (|lii^J149) (S)-2-T^y-4-(l-^:^>'/l'-5,6-v?:{'an-lH-^:^X>r^^V'-/V'-2- 
-f/P')-N-tKn^^>:/f^75K[^b'a-i^No.l31]©-a-JEtfe 

(IIJi^l49-l) (S)-2-t-:/h^i/;«;>'V3j?=;VT5y-4-(l-^Vi;?>'V-5,6-i^i5'Pi3-lH- 

l|]ii^J148-l-e#f)tvf::'fl:-6'fe500mg(0.972mmol)^DMF 10ml(C^fi?L. ^^^i^/l^ 
:/a-r^K0.125nd(1.05inmol)S.t^^^^-fei/!j7i^311mg(0.954mmol)^;!ro;t,.Sia-^2 
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[0347] mmM 149-2) (S)-2-t->^>^ix;&/V3iK=/VT^y-4-(l-^y v?/W-5,6-:;?i5^aa-lH- 
llit^J149-l-e#^tLfc>fl::'^#»396mg(0.696mmol)?rTHF 64ml, 24mU^ 

^^ib. 2.5%^^;(;y'^A*M ^6mm\ix.x. muxemmmwLfco s^&i^Tm 

fc. K^^MLfCo :i05"^208mg(0.435mmol)^i^i3n7}N/VA6 mUei^jSL. WSCIii 
m:M 125mg(0.652mmol), S.tJ'O-hy^/VkKndev'/WT^^ 126mg(0.458ininol)Sr;!jP 

iE»>fk'a'i^237mg^lrg{JM^?g)|^i^tL-C#fco 
[0348] (^ife^J149-3)(S)-2-T^/-4-(l-(3-7;V';ri3-<i^v?/V)-5,6-v?p<^/WlH-^VX>r 
^^^/-/^-2-r/^)-N-^::K^^>'^'^5^K[^b^i^No.l31]0'^^^ 

149-2-e#?>ti;'h'f b^i^204mg(0.283nimol)^0t: i^J^iPL. 4mol/lji>fb7K^ 
/v?:t=3rf-:/4inl^;!jPx.-C^m-e4NFP^^bfCo Sf&i^T^. ^^W^b. 

j;o-C)»^i-5^<^(;ij:f9^fE(D^b-^i^(Dlti?4ll04mg^a^@^i;LX#fc„ 
MS(Fab,Pos.) : m/z= 393,395,397[M+H]^ 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.23-2.38(2H.m),3.03-3.08(2H,m),3.83(lH,t,J=6.6Hz),5.57(2H.s),7.18(2H,dJ=8.6H 
z),7.31-7.40(3H,m),7.94(lH,s),7.97(lH,s). 
[0349] (^ife^J150) (S)-2-T^/-3-(l-^^f-/WlH-^>'X-|'5i5'V— 7W2-^yV)-N-t:KP 
^i^7°Dt°:^-:/T^K[jb'^«^No. 132] (D^^ 

(^ii^J 150-1) (S)-3-(2-T^/-73:::i/V;fr7W^^-ryV)-2-t-^hdE^v':^;/V5j?::i/V'T^ 
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WSCIi&^:^4.46g(23.2mmoO. HOBt 2.30g(17.0mmol)^;!JllX-. ^UX^5M 
McUl^tCo :Ltl^l,2-y:ti::^U-y-JTV^ 2.51g(23.3nimol)©:J'nn*:/Vi^l00ml^?K<D 

[0350] (||Ji^l50-2) (S)-3-(2-^V5^/VT5y-73i=/V;{;/W<^^7V)-2-t-:/h^i/':!&/W 

^iS^J150-l-e#^)tlfdb-^i^501mg(1.27minol)^T-feh=hy/H5ml{C^^L. -g" 
^^T/VrtK0.140inl(1.40mmol)^;!jPX.. ^?a-C120^ra^^L/Co vl^icMJTirh 

^-^y/mm^^M^^xoxnmu mB<Dit^m2nmg^&^mPfthxmtco 

[0351] (|life^Jl50-3) (S)-2-t->^>^i/;{/>'VJK=^/^T^y-3-(l-^>5^/WlH-^yX-l'^ir 

/w2->r/v)7'cit°;^:/^'<vi;?7V3^;^x>'KZ)'^^^ 
||Jfe^jl50-2-^#^tlfc'fb'g'«^ 206mg(0.426mmol)S:B^^2.2mUC^j^L. eO'C'e 

. :^IB©^b^ife 164mg^e^?ajKi^^LT#fCo 
[0352] (^ife^l50-4) (S)-2-t-yh^V;<7/V7j<c^/VT5y-3-(l-^:/^/WlH-^:^XW^y 
:/-/V-2-^/V)-N-h!;f^/V:tdrv'y^nt°:tyT5:K(0'^^ 

IIJi^S|150-3-C#^)tU^db-B-«^164mg(0.352mmol)$:DME SmUC^j^^U 10%/>'7v^ 
e7i^^5ll48mgS^;(IPx.T7K5^#ffl^T^ ^ja-e305)-raSI#L^o Klt>|i^T^. -ty^ 
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^^L. WSCIig^ig 88.7mg(0.463mmol), ^TJ^O-MJ^/l^fcKndrv'/VT^V 

89.3mg(0.324mmol)^ijnx:. ^U'^'20mmmWLfCo SJ^^HT^. ^nvi^j\^J^:tM 

\zx<^xmnu mBiD^t^miumg^&^^^mtvxwco 

[0353] (^ii^J150-5) (S)-2-T5y-3-(l-^>'^/V-lH-<VX-r^i5^)/-yW2-r;V)-N-tF 
tidri/:/n t°^^T^K Wb-g-^No. 1 32] (O-g^^ 

^ifi^Jl50-4T'#?>tLfc'fb-a-t)144mg(0.228inmol)^0t:{Cj^iflL.4mol/l|g'fl:;!K^ 
yi:^:t^-^l^2.8m[^MK.XmUX2mmmWLfCo Hf&i^T^. mm^^U @ 

TitML. mB<D^t^^(Dm.mm5.zmg^^m'&mi^tLxmco 

MS(Fab,Pos.) : m/z= 291[M+H]' 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

0.87(3H.tJ=7.3Hz),1.29-1.39(4H,m).1.72-1.81(2H,m),3.61(lH,dd,J=8.3,15.7Hz).3. 
64(lH,dd.J=7.1,15.7Hz),4.27(lH,t,J=7.3Hz).4.19-4.22(2H,m).7.48-7.55(2H,m),7.78 
(lH,d,J=7.1Hz),7.87(lH,d,J=7.1Hz). 
[0354] (^M^J151) (S)-2-T^y-3-[l-(4-y^/V'7a:=/V')-lH-^i^X-r^yy— /W2-f>'W] 

mMmi5l-i) (s)-2-t->^b^iy;?;/V7K=/vT^y-3-(lH-<:yX^^y)/-/>-2-r 

^ii^Jl50-l-e#^tb/db-^i^ 511mg(1.24nmiol)^@^^10mUC^)S?L. 60'C-ei20 
MmWLfCo SiSi^T^. ^IKSrW*L. ^5^^^;j^7^i^;S^;!J^;i. ^^;&y!>A7K^ 

tecD'fb-a-^ 2Zimg%:&^m'^mtLXnfCo 
[0355] (^ife^J151-2) (S)-2-t->^>^^y;*;y^/K^/VT^y-3-[l-(4-y^/V73:=/l')-lH-^ 
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IIJife^»J151-l-e#p3*Lfdb'^^224mg(0.566mmol)§rTHF 7ml\zmMU 4-^^/V7 

n:-/^7Kn^^l54mg(1.13nunoI). g^^(II) 206mg(0.849mmol). t'Uv?^ 
0.095ml(1.13mniol). >^^350mg^;!jl];t. i?^#ffl^T^iaT'2 0 m 

:r.^/\^)izX'oxmmu mm(Dit^m87.8mg^Win^M'Jtk'^tLxnfco 

[0356] (^il^J151-3) (S)-2-t-7">^->:J{;yVxK-/VT^/-3-Cl-(4-P<^/V7ai-/U)-lH-^ 
^Jfe^»J151-2-e#bixfc>fb'^i^87.7mg^DME 4.5mU;:^fi|L, 10%^<yi^'^J^^^ 

27mg^MK.X7km^m^r. ^ux^O'^^mmwLtco Kit^mn. ±y-(hmmi^ 
x^xmm^^^u mm^mm. n^-^rnvtco ^^^s^^5^^^3j^/^i.2.5muc^jii?L 

yj^^xi-^v^yy^-{^^^>/'§im=^^M\^x.oxmm^. m^(o\\:-^mn.8m 
^^^m:mt\^xntio 

[0357] (^ife^l51-4) (S)-2-T^y-3-(l-(4-p<^/V'7^:^/V)-lH-^i^X^5i?':/-yV'-2-^ 
/V)-N-tKndriy>^cit°;f i^T^K['fb-^ifeNo. 133] O^fife 

^ig^!|151-3T'#bi^fdb'a'^^76.8mg(0.118mmol)^0'C^3:j^^L. 4mol/l:^^b7k 
m/^y:^^-^:^\.^rn\^M^XmM.X2mmW\^f'o KfS;^T#. 

oTi^jliL. :^lB(^^b'^J^<^:^^:^28.2mg=Srafe@«stLT#fCo 
MS(Fab,Pos.) : m/z= 311[M+H]' 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

2.46(3H.s),3.26(lH,dd,J=7.3,13.2Hz).3.29(lH,dd,J=6.8,13.2Hz),4.29(lH.t,J=6.8Hz), 
7.19(lH,d,J=8.1Hz),7.34-7.48(2H.m),7.40(2H,d,J=8.3Hz),7.50(2H,d,J=8.3Hz),7.78( 
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lH,dJ=7.3Hz). 

[0358] mmmi52) (Sh2-T^/-Z-[l-{^-t-^'i';]^^yi^jl-)-m-^yy<^^yy^-/U-2-4 
/V]-N-tKn:^^>ynfc°:t>'T^K['fb-a-i^No.l34]<7)^^ 

(^iife^J152-l) (S)-2-t-:/h^v^;«7/VJj?c:::/VT^/-3-[l-(4-t-y^/V^:/v?/V)-lH- 

^Jfe^Jl51-l-e#P>tl.yt^b'^i^l56mg(0.394mmol)^DMF SmlK^MU 4-t->^^ 
/V-O-i^/Vy^n-r^KO. 109ml(0.591mmol)^r/^^-fev'!> A 128mg(0.393mmol)^ilP 

[0359] (^J|^J152-2) (S)-2-t-:/h^e/:^y^7K^7VT5y-3-[l-(4-t->''^/V-<i^i;?7W)-lH- 
^:yX^$^y'-/V-2-^/W]-N-hy^/V;^:^ri^7'nfc°:^-:/T5FO'a-fife 
^Jfl^J152-l-e#^)ttfc'fb'^«fel92mg(0.354mmol)^DME 9.8ml(c:^A?L. 10%/-?7 

-^mrnkz-^^xmrn^^^u mm^wM. K^^itLfc it^^^^^7J^/^i.4.8ml 

{;:^»L. WSCI:^^itl01mg(0.527mmol), RXlO-V^)^;V\iY^^\y/VT^-y 
102mg(0.370minol)^Sr;&OX.. MUXimmWVfLo SiSi^Tm. j5'Di37^/VASr;!)Px. 

HoXmmU ^iE<7)^b-^tll96mg^Sfe?Sit^i^tLr#fCo 
[0360] (Hife^J 152-3) (S)-2-T5y-3-[l-(4-t-:/5^/V-0'>?/l^)-lH-<>'X-l'^j$^>/— /V 

^]lfe^J152-2T'#f)^lfc^b'^Jfel96mg(0.127mmol)Sr0t:ir?^iPL.4mol/lig'fl;7K^ 
/e;^^=¥f->-4mlSr^lD;tT^?a-ei505>mi«^Lfco Sf&i^Tm. ^^^@*L. @ 
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MS(Fab,Pos.) : m/z= 367[M+H]* 
'H-NMR(500MHz,DMSO-d +D O) 6 = 

6 2 

1.24(9H,s),3.55-3.64(2H,m),4.33(lH,t,J=7.1Hz).7.17(2H,d,J=8.1Hz).7.37(2H,d,J=8. 
3Hz),7.40-7.48(2H,m),7.68(lH,d,J=7.0Hz),7.79(2H,d,J=7.0Hz). 
[0361] {^Mmi5Z) (R)-2-T5/-3-(l-^f-/l'-lH-r:^K— yWS-r/V^N-tKn^^ri/yn 

mMmi52-l) (R)-2-t-:/hdr^/;{;/V/}<-/VT^y-3-(l-:i:^/V-lH--r^K-/W3- 

[0362] mMMl53-2) (R)-2-t-:/h=3rv';&/V'J}?=/V'T5y-3-(l-3^^/V-lH-^:^K— yW3- 
^lfe^J153-lT'#^)tlfc'ft:'^^ 596mg(1.41mmol)^DME 30ml{C^jii|L. 10%/-^7 

mKx.oxmmt:m^u mm^m^. m:&^mvrco ^<D5-^2oomg(o.603mmoi);^ 

^tin:^/VA6mHZMM\^. WSCIig^:^173mg(0.903inmol)^TJ'HOBt 

89.1mg(0.724mmol)^j}PX.. m^XlS^mmWhtio Rfb^T"^. i^nn/J^/Vi^^jjU 

;t. oAmoi/mmTkmm. ^mM^M,7i(,mm. ma^m^x^Ltu ^mm^u 
xntco 

[0363] (HJfe^SJ 153-3) (R)-2-T^>'-N-tKP^iX-3-(l-:3i^/WlH— f yW3-^/V):/ 
^ll^J153-2-e#btvfc'fk'^i^l69mg(0.386nimol)^DME 8m\iZ.mMU KfH^^yi^ 
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mm{-x^xmmm^u mm^^^. m&^mLtc. Mamr. 4moi/i:^ 

MS(Fab,Pos.) : m/z= 248[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): S = 

6 2 

1.35(3H,t,J=7.3Hz),3.08(lH,dd.J=7.6,14.4Hz).3.17(lH,dd,J=7.1.14.4Hz).3.77(lH,t, 
J=7.3Hz),4.16(2H,q,J=7.3Hz),7.04-7.09(lH,m),7.15-7.20(lH,m),7.22(lH,s),7.45(lH 
,d,J=8.3Hz),7.64(lH,d,J=8.1Hz). 
[0364] immmi54) (R)-2-T5y-3-(l-:/Pt:VwiH-'<^^K-yV-3--f/V)-N-tKn^iy^ci 

(IIJi^l54-l) (R)-2-t-:/h^i/;«;/l^j}?^7VT5y-3-(l-7'ntVWlH-fVK-yV 

»#iJ128-l-e#fc'fb'^^1.00g(2.54mmol)^T-feh^20ml{C^jlSL3— K7°a/^^ 
1.48ml^^jnx.fCo -^(^^^•fev'!>A456mg(l.40nimol)tr;!jnx.. 60'CT*2 B mMWVtc 

m:^^MKx<>xmW:U m^(D^t^m szomg^mi^i^mmv^mtLxmzo 

[0365] (^ife^!ll54-2) (R)-2-t-:/h=¥e/*/V7K;:^;VT$y-3-(l-yi:itVV-lH-^VK— /V 
-3--r/V)N-^^v?/V:tdr>'^cit°;t-:^T^K<Z)-a'^ 
MMmi54:-lXnbfltLit'^^ 516mg(1.18mmoO^SrDME 26ialKMMV, lQ%/<=7 

^j^j^mm io3mgSr*px.. imnm^rxmmwmjto sii&i^Tm^ ±y^m 

m\Z.iioXfm^^^U mm^^^. WlBMrnUz^ iO5*.218mg(0.628mniol)^ 
^nn^s/VJ^.&xaWzMMU WSCI:^^±il80mg(0.940mmol)&t/HOBt 
89.1mg(0.659mmol)^;!)0;tfc^lS{CO-^:/i;'/H:KP=ar^/'7VT5y 
92.8mg(0.754mmol)^;()Px.. ^m-eiSI^^Jti^LfCo R^s^TW^. ^nnt^;VM:M 
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X.. o.imo\/imm7i^mm. ^mw'>j»7kmm. mi'kM:^'(m^Lfzo ^mmm 

[0366] (*J6«3Ji54-3) (R)-2-T^/-N-tKn:SrV-3-(l-yabf/V-lH-^:/K— /WS-^/V) 
:/nt:°;t->T^K [^b-a-^No. 136] (D^^ 
|llfe^J154-2-e#^tlfc'fk'^i^l86mg(0.412mmol)^DME SmUC^^L. 10%/"^^^^ 

vmm^i.^xmm:m^u mm^w^. ms-^rnvtco MZ7\^nir. M/m 

'fb*m/v?:t^f->^3.2ml^;!)qx.. *?^T-e3.5^raM#LfCo KlSi^Tm. m 

mw-t\.xmit. 

MS(Fab,Pos.):m/z= 262[M+H]' 
'H-NMR(506MHz.DMSO-d +D O): 8 = 

6 2 

0.85(3H,t,J=7.6Hz),1.75(2H,sext,J=7.6Hz),3.09(lH,ddJ=7.1,14.4Hz),3.16(lH,dd,J= 
6.8,14.4Hz),3.77(lH,t,J=7.1Hz),4.01-4.12(2H,m),7.04-7.08(lH,m),7.14-7.19(lH,m) 
,7.21(lH,s),7.45(lH,d,J=8.3Hz),7.63(lH,d,J=8.1Hz). 

[0367] (Ilife^ji55) (R)-2-T5y-3-(i-y^/w-iH-i':/K— /w3->r/v)-N-tKo^e/:^o 

t°:t:/T^rai^'a'i^No. 137]©-^^^ 

(llii^Jl55-l) (R)-2-t-:7>^v';{7;w^^/VT^y-3-(i-^'5^/^-iH--r^K— /v-3- 

^li«»J 128-l-C#^c>fk'^J^ 1 .00g(2.54mmol)SrT-feh^'20mUe:^/i|U3-K7°a/-?>' 
1.75ml^*PX.fco ^r{c:^a|-fe^/!>^456mg(1.40mmol)§rAPt. 60'Cr'2 0 mWMJt 

o ^i^:ii-7^. ^^^®*L. ^^^i^Rxmm=^^^^^i)\^^x^m':i^^mm\^i 

[0368] (||j6fe0SJ155-2) (R>-2-t-:/h^i/;«;/VJj?=/l'T?y-3-(l-:^5^/WlH-^yK— /V-3- 
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^Jfe^yiSS-l-e^^tvfcfb-a-t) 667mg(1.48mmol)^DME 33nA[C^M\^. 10%/<y 

^vix:i^/UJ>.&mnz.mMUWSCmmMU7me^0.872mmo\)RXfHOBt 

86.0mg(0.698mmol)^;{jPx.. m&-C2mmmWLfCo Hf&^T^. ^nci7^/Vi.^;f}p 

X.. o.imoi/mmTkmm. mmM^j>^:i^mm. maikm^xm^ut. mmm^m 

[0369] (^ii^J155-3) (R)-2-T5;y-N-fcKn^->-3-(l-:/9^/WlH-^:/K— /W3--r/V')7' 
n t°;rVT^K lit^mNo. 137] (D^^ 
MMm55-2X^'htltcit^m82mgK.0.391maoD^DME SmUzmMU im>^^y-J 

hmmz-Xoxmrnm^u UB^mLtc. ^ivicM^^r. Amo\/m 

bx^xmz, 

MS(Fab,Pos.):m/z= 276CM+H]* 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

0.89(3H,t,J=7.3Hz).1.26(2H,sext,J=7.3Hz),1.72(2H,quU=7.6Hz),3.05(lH,ddJ=7.3. 
14.4Hz),3.15(lH.dd.J=7.1,14.4Hz).3.72(lH,t,J=7.3Hz).4.09-4.13(2H,m),7.03-7.07( 
lH,m),7.14-7.18(lH,m).7.19(lH.s),7.44(lH,d,J=8.3Hz),7.63(lH,d,J=7.8Hz). 
[0370] mmm^^) {^)-2-T^/-3-{\-:i.^;V-m-^>Y—;V-Z-y(jV)-n-\iYvi^^y-fti\i° 
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rfTM(^N"-Boc-M;yh7T^^:/>^/^^;^7^/V500mg(1.27mmol)^T-feh^^lOmUC 
MMl^^—V^^y 0.61ml^ilP;ifc„ ^r{C^^-fei/!>A278mg(0.853nimol)>Sr^J0x.. 

6ot:-c2 0 mmwuco sjsi^7#. ^SE^w^b. ^^-^yRx^mm^^/i^^M 

[0371] mM^U56-2) {S)-2-t-Zfh^-y:fJJl'^:=-/]^T5,y-Z-(l-:^^/l^-lH-^yh^—Jl^-Z- 

%M^\^^-lX%hflfz.^t^m 366ing(0.866mmol)^DME 18ml{c:^)li?L. 10%/^7 
'J^J>>mm 73.2mg^>!jP^. *^#lS^T-e3^raWbfCo Hi^^illTm^ -fe^^h^i 
ig(Cj;o-CMjS^^*L. MJE^^tbfCo ^(D5^209mg(0.628mmol)^l: 

^Cll37j^;^A6mUC^^iL.WSCIil^^|180mg(0.940mmol)JtTj«HOBt 
84.8mg(0.628nimol)?r;!jP;tfc^f^{j:O-h!;^/VtKn=¥i/'/VT5yi82mg(0.661inmol)Sr 
*P:t. ^a-ei8l^raJti*^LyS:o K^&*IT^. ^J'^l37}^y^ASr^lP;t. O.lmol/im^*^ 

[0372] (|llfe^J156-3) (S)-2-T5/-N-tKi3^i/-3-(l-:n^yWlH-^:/K— />-3--fyV):/ 
nt°:tyT$K['fk-a-i^No.l38]<75^^ 

^ii^J 1 56-2T'#bti:^c^b'^i^234mg(0.396mmol)^7k?^T^ 4mol/l:^^b7K^/v? 
:^-^1^^^fS6Inl?^;!JPK:. 7fcJ^T-e3^P^^#LfCo S*&)^T#. ^^i^^^L. @ 

^/-/v)-e)»3^L. mB(D^t^^. <Dm!mmA.zmg^&i^mwtLxmito 

MS(Fab,Pos.):ni/z= 248[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

1.35(3H,tJ=7.3Hz).3.08(lH,<id,J=7.6,14.4Hz),3.17(lH,ddJ=7.1,14.4Hz),3.77(lH,t. 
J=7.3Hz),4.16(2H,q,J=7.3Hz),7.04-7.09(lH,m),7.15-7.20(lH,m),7.22(lH,s),7.45(lH 
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.dJ=8.1Hz),7.64(lH,d,J=8.1Hz). 

[0373] mMmi57) (S)-2-r5:/-3-(l-7°nfcVu-lH— r^K— /W3— l'/k)-N-tKnd[^^^:/D 

{mmmi57-l) (S)-2-t-:/h=^i/;<;/W7j?=7VT$y-3-(l->^otVi-lH-fvK-/w 

rff|S<DN"-Boc-MJ7°h7T:/^:/i^/V'^:^7^/V500mg(1.27mmol)^Tirh^lOmUC 
^^if L3— KVh/nV 0.74ml^mK.fc. rrt^^^-fei/'>A278mg(0.853mmol)^;!}PX. 

. 6ot:-e2 9 mmwLfz, Rmm-m. mm^m^u ^^^^yRx^mm^^/i^trM 

[0374] (Hii^y 157-2) {%yi-i-^V^i/^}Vit^=-/VT%^-Z-(X-'fxi\^;V-m-y{l/Y—)V 
llife^J157-l-C#btl/fc>fk^i^ 331mg(0.759nuno0^lrDME 16.5inHC^«|L. 10%^^ 

y^'^^j^mM 66.2mg^;!jp;i. immm%yxm^m^\jt^ mmrr^^. ±y^h 
m^m^x^xmrn^m^i.. mmnm^tz, ::<z)5-b206mg(o.593nunoi) 

^|^^5'^^7}^y^i=^6mUC^j!gL.WSCI:^^:tel70mg(0.888mmol)^TJq^OBt 
80Jmg(0.593mmol)^iDx:fc^?SlCO-hy^7l'tKn=3riy/VT5:^171mg(0.622mmoD^ 

[0375] (|life^ajl57-3) (S)-2-T?y-N-tKc2dri/-3-(l-:/ntVWlH-l'>'K-/V-3-l'/V) 
7°Pf:^-VT^K['fk'^i^No. 139] (D^^ 
^iif!|157-3-e#^)tlfc'fb-^i^224mg(0.370mmol)^7fC?^T^4mol/l:^'f[::7K^/t^ 

^^1^y^^g4.4ml^;!JP^. 7t<}^T-e3NFr^^*^Lfco s^&i^T#. ^Ii^@*b. 
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MS(Fab,Pos.):m/z= 262[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.85(3H,t,J=7.6Hz).L75(2H,sext,J=7.6Hz),3.09(lH,dd,J=7.1.14.4Hz),3.16(lH,dd,J= 
7.1,14.4Hz),3.77(lH,t,J=7.1Hz).4.01-4.12(2H,m),7.04-7.08(lH,in),7.14-7.19(lH,m) 

,7.21(lH,s),7.45(lH,d,J=8.3Hz),7.63(lH,dJ=7.8Hz). 
[0376] {mMmi58) (S)-2-T5y-3-(l->^"5^/WlH-^>K— /W3--f/V)-N-kFn^i/:/pt:° 

(mmMl58-l) (S)-2-t-yh=¥v';i5>/W:iK::^/VT^y-3-(l-:/^7WlH-r>K->'V-3- 

TfTlgON " -Boc-hy 7°h7 T^^V v^/^^^X/l'SOOmgd .27mmol)^T-fe h>'l OmUC 
^^ilLH— KT'n/-?^ 0.88ml^^JP;t/Co •r(^;^i?-feixe7A278mg(0.853mmol)^;bPX. 

. 6o'ct?2 0 mmwuc. ^jSi^T^^ ^iS^^w^L. -s^f-^s-tj^s^^^i^^/v^^ip 

[0377] (|lii^!ll58-2) (S)-2-t-:/h^i/;^7/1^7}<::^/WT^y-3-(l-y^/WlH-r>'K-/V-3- 
MMmi^S-l-Cn^tltl^t^m 234mg(0.519mmol)^DME 12nil{il^^L, 10%/-«7 

mMU WSCIilL^:^147mg(0.768nimoOAt^HOBt 69.1mg(0.519inmoO^*P^fc^ 
|^(^0-MJ^/H:KodE^v'/V'r5:/148mg(0.537mmoI);^;!jII;ts m.m,X19mmWLti 

o Kf&i^T^s o.imo\/\mk7kmms m^iJ'j^-t^T^mm. fm 

[0378] (|IJfe^»Jl58-3) (S)-2-T^y-N-tKn^i/-3-(l-:/^/WlH-^:^K-/V-3-^/l')7' 
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n}i':t>T^mt^mh!o. 140] <D^^ 
«f!ll58-2r'#f>tifc>fk^^l90mg(0.308mmol)^7K?^T.4mol/l:^^ti7K3^/i;' 

o 

MS(Fab,Pos.):m/z= 276[M+Hr 
'H-NMR(500MHz,DMSO-d +D O): 5 = 

6 2 

0.89(3H.t,J=7.3Hz),1.26(2H,sext.J=7.3Hz),1.72(2H,quU=7.6Hz).3.08(lH,dd.J=7.3, 
14.4Hz),3.16(lH,dd.J=7.1,14.4Hz),3.76(lH,t,J=7.3Hz).4.09-4.13(2H,m),7.04-7.08( 
lH,m),7.14-7.19(lH,in).7.20(lH,s),7.45(lH,d,J=8.3Hz),7.64(lH,d,J=7.8Hz). 
[0379] mmmi59) {Sy2-T^/-4-il-^^^=f-j\.-5,6-i;?^^yV-lH-^yy<^^yy-/U 
-2-^/V)-N-tKndri/7'^7^KWb'g'^No.l41](^^^ 

^^^T/Vx tKO. 128ml(l .22mmo\)^1iWx.xmUXZnmmm^tz^ ^\ ^XV])T± 
b=¥v'7K^fb^'J^^-^-hy!?i.353mg(1.67mmol)S.t;fT-feMhy/H5ml?r;!ra;tT^ta 

[0380] mmmi^9-2) 2-t-^>dE^v';«;/1^7K=/VT5y-4-(l-^>'^yW5.6-t^^f-/V-lH-^ 
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|life^?i)159-2-t?#btlfc>fb-^tll41mg(0.278mmoI)'lrDME 7mi\Z.mMU 10%^^°7v> 
28ml^;!jP;t. T^m^mU^. ^i^X-2.5mmmW\^tio Kf&i^Tm. 

WSCIj^^:^ 71.8mg(0.375mmol). HOBt 33.8mg(0.250mmol)St/0-hy^/VtKodr 

:^-/\^j^^mK.xmm:^. im^m^xm.^u m:^mm'Vv^^xnmhfco mm 

mmu mm<Dit-^mi23mg=^^^m^mtLxmfco 

[0382] (||JSF!ll59-4) (S)-2-T5y-4-(l-^^^/W5,6-v^^^/>-lH-^VXV5^y'~/V 
-2-^yWN-tKn^i/:/^y^K[^b'^i^No.l41]<7)'g>fife 

^ii«ajl59-3T'#fe^Xfc>fb'g-#I123mg^0r{Ci^*PL.4moI/llg>fb7K^/'v':t-^ 
^^^S^2.4mlSriDx.. ^MT'4lSF^«J#LfCo K^&i^T^. mU^'S^U mi^^^ 

MS(Fab,Pos.):m/z= 333[M+H]* 
'H-NMR(500MHz,DMS6-d +D O): 8 = 

6 2 

0.87(3H,t,J=7.0Hz),1.28-1.38(4H,m),1.71-1.81(2H,m),2.25-2.35(2H,m),2.37(3H,s), 
2.40(3H.s),3.13-3.28(2H,m).3.86(lH,t,J=6.6Hz),4.31(2H,t,J=7.0Hz),7.53(lH,s),7.67 
(IH.s). 

[0383] {%mm/S) (S)-2-r^y-4-[l-(2.2-i^p<^/V7°ntVV)-5,6-v?p<^/WlH-^VX^ 
^^5^y'-/W2-^/P')]-N-fcKodriyy^^y5K[^k'^i^No.l42](D'g>fig 

(^ii^*^J 160-1) (S)-2-t-7'hdriy;&/l.7K-/WT^y-4-[2-(2,2-v?^^/vyntVV)T5 

y-4,5-v'p<^yW73::^/v;«7/w^^^/v]-:/^!;s/:J'T->;/K ^^/v'/v j^;^x/kd# 

HJi^Sjl 10-l-e#bixfc'fb-^tl454mg(0.996nimol)SrT-feh=^hy/V' 10mU;i^fi?L<, 
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tVV^T/^y^tK0.12lInl(1.10Inmol)^;!JP;t■C^M■X?3I^F^^#Lfco^V^-C^yT-fe^ 

[0384] (mMmi60-2) 2-t-yh^^y:fJ/l-^=^J^T^y-4-llM,2-i^?^^;Vy'nh°/]^y5,6-J 
^^/]^-m-^yX^^^y'—/]^-2-4M-^^^Vyi^Tiyy}^' ^yp/l- :^7.y-f\^<D^ 
)^ 

^m<Dit^m74.4ing^m^mik!>^thxmtco 

[0385] mmmieO-Z) (S)-2-T5/-4-[l-(2,2-i^p{^/V:7'ntVV')-5,6-v?p<^/WlH-<i^ 
XV5^V-/W2-^/v]-N-t:Kn^->:/^7^K[^b'a-^No.l42](D-g-^ 
^iS^SJl60-2-e#f5tLfdb'a-i^72.4mg(0.143iimioi)^DME ZSmlicmMU 10V^7 

WSCMWtM 39.1mg(0.204mmol), HOBt 18.4mg(0.136nmiol)S.tJ'O-H;^/H:Kn:ar 
^y;l^TV^ 39.3mg(0.142mmol)^:^]P;tr^M-e24Btraii^LfCo SJj^illT^. i^nn 

^/^j^^^M^xm^:^. mmik^xiik^u m:^m'thv^j>.x^mLt:o mm 

mnhito m?rO'C{J:?^4PL. 4mol/l:^^b7K^/i^;^-^^^>^l.2mlSr*P;t. mu 

x2mmmwLtzo Rstmj'^. mm^^^u mi^%:-^^^yxm^Ltc. ^ti^ 
it^mommm. iz.img^&^mi^tLxmzo 

MS(Fab):m/z= 333[M+H]* 
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'H-NMR(500MHz,DMSO-d +D O): 6 = 

6 2 

1.02(9H,s).2.29-2.36(2H,iii),2.38(3H,s),2.40(3H,s)3.17-3.34(2H,m),3.83(lH,t.J=6.8 
Hz).4.24(2H,s),7.55(lH,s),7.78(lH,s). 
[0386] (mMmm) (S)-2-T5y-3-(l-^dri//WlH-rvK-/W3->f/V)-N-fcKndri/7' 

(115600161-1) (S)-2-t-zfh^i^:^/l-^^/l^T^y-3-il-^^i^/\^-m-^>V—/V 

rtTl50N''-Boc-hi;yh7r:/^>>'/^^;^X/V510mg(1.29nunol)^T-feh>10ml(C 
MMl^3—V^^-^l^ 1.12mMx.fCo vl^{C-^^-fe^/l>A278mg(0.853mmol)?:iOX. 
. 60"C-^2 0 Pfliti^Lyto SJi&i^Tm. ^li$r®*L. --=¥f-y2itJ«S^^:t5^/v^^JP 

77^-(-^^1^^/g^®?:c^/V)(Cj;oTttiSiL. ^^IBt^'fb'^tl 176mg^M^3teii 

[0387] (^»Jl6l-2) (S)-2-t-:/h=¥i/;«//V7l^=/WT$y-3-(l-^^i/yv-lH-'r:/K-/V' 

MMmm-lX'Uhtltcit^m 176mg(0.367mmol)^DME 8miiZ.mMU im^<y 

^^L.WSClJi^:^105nig(0.550inmol)^tJ?O-MJ^/VtKndr>'7VT^y 
106mg(0.385mmol)^;tinx.^ m^X\S^mm¥\^f^o ^^^I^T'^. ^nnt^;VJ>.mW^ 

. o.imoi/i:^^;jc^?g. mm.iJ')^2^imm. m\'km7^xmi^\jt. ^s^htr 

[0388] (^JgfU 161-3) (S)-2-T5y-N-tKndrv'-3-(l-^^v'7WlH-l':xK-/V'-3-i'/V) 
T'nt:";^ ^-T^K ['fb-^i^No. 143] 

^^i^Jl61-2T♦#bi^fe'^b-a'tll47Ing(0.278mmol)^7k?^T.4mol/lit^b7k^A:^ 
:a-=3fi^>^*S2.8mltrAnx.. 7k?^T-e3l^^«#L^c:o SiSi^T^. ^m^^U 
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o 

MS(Fab):m/z= 304[M+H]' 
'H-NMR(500MHz,DMSO-d +D O): 8 = 

6 2 

0.84(3H,t,J=6.8Hz).1.17-1.34(6H,m),1.67-1.78(2H,m).3.00(lH,ddJ=7.1,14.4Hz),3. 
13(lH,ddJ=6.8,14.4Hz),3.62-3.68(lH,m),4.10(lH,t,J=6.8Hz),7.05(lH,t,J=7.1Hz),7. 
15(lH,t,J=7.1Hz),7.19(lH.s),7.43(lH,d,J=8.3Hz),7.62(lH,d,J=7.8Hz). 
[0389] (IIJfe^J162) (S)-2-T$/-3-[l-(3-p«5^/wy^/V)-lH-'l'>'K— /V-S-f/Vj-N-tKo 

mMmi62-l) (S)-2-t-:fh=^i/;^;/V:^';^7VT^7-3-[l-(3-p{^/V:^f-/V)-lH-r>' 

rfT|gON"-Boc-hyyh:77>'^:/v?/V3i^X/V530mg(1.35inmol)^T'feh:/10ml{z: 
^j^L3— K-^=¥f-:/ l.OOml^ia^fCo ;i::{C^^-fei/!>A278mg(0.853mmol)^^IP;t 

. 6o'c-c2 0 mmi^Lito Rft^mr^^. mmtrm^u ^^•^:yRxji^mm=^^/\^^M 

[0390] (||Jfe^J162-2) (S)-2-t-yh^i^*/W#'-/VT$y-3-[l-(3-p<^/V:/^/V)-lH-f:/ 
K— /W3-^/V]N-^>'i;^/>:t#^/ycifc°:t^^T5K(D-^^^ 
^iS^Jl62-l-C#btlfc'fb'^i^ 126mg(0.367nunol)^DME 6mH^^#^L. 10%/n°7 

v?!>-^^m 25mg^;!)P^. ;!K3^#ia^T'e4^^a£#Lfco SJSi^T^^ ^y^m. 

j5?L> WSCIig^:^78. lmg(0.408inmoimu?O-hy ^/WtKn^iz/VT^^ 
78.6mg(0.285mmol)^;tlPx.. ^fi-ei8^rBl}t#L:^Co S^£:|IT#^ i^oa/jN/WA^^jp 

o.imoi/i:^^7K^is. ^^:*U[>A7K^is. m^-^m.-^x'muz^ ^mm^^. 
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[0391] mMmi62-Z) (S)-2-T5/-N-tKD^->-3-[l-(3-p<^/V>^'5^/W)-lH-r>K-/l- 
-3-ryV]7°Pb°:d-:/T^KWb-^^No. 144]<D-^fig 
Hife^Sj 162-2-e#f)nfc'fb'^#H04mg(0. 165inmol)<Sr7[C?P T. 4mol/l*|>ft;7k^/i^ 

MS(Fab):m/z= 290[M+Hr 
*H-NMR(500MHz,DMSO-d +D O): 5 =. 

6 2 

0.92(6H,d,J=6.6Hz),1.48-1.60(lH,m),1.63(2H,q,J=7.1Hz).3.03(lH,dd,J=7.3.14.4Hz) 
,3.15(lH,ddJ=6.8,14.4Hz),3.63-3.71(lH,m).4.12(lH,t,J=6.6Hz),7.05(lH,t,J=7.1Hz) 
,7.17(lH,t,J=7.1Hz).7.20(lH,s),7.43(lH,d,J=8.3Hz),7.62(lH.d,J=7.8Hz). 
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mi] 




(I) 



Q f^-Y -A -R 5^#S^b^i^SQ tl*^#«fb^tJ«Q . X^ISIpS^ 

1 1 o 2^ 3 

4 

Y (i-O-. -NR -CONR - -NR CO- -NR COO-. -NR CON 

1 3 3 3 3 3 

R -NR SO - X(*-NR SO NR -Sr|gL> 

4 3 2 3 2 4 

3 4 

2 3 

2 

m2-] 
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(ll-a) 



^(Il-a) l-*5V>-C. R i^T/SX{4-Y -A -R 

5 2 3 2 

Y {i^iS^. -0-, -S- -NR - -CONR -NR CO-. -NR COO-, -N 

2 3 3 3 3 

R CONR -NR SO X{*-NR SO NR -?r«L. 

a 4 3 2 3 2 4 

6 

fi^iL\^^^n^iy. T;\^-^;v^^ =^V^^. i^T/S. -OR , -COOR . Xft-CON 

7 7 

R R ^^L. */c. R l^±;65^^Ji^figU-CV^T'bS:<. 

7 8 6 
7 8 

3 

Wbi3] 




(ll-b) 



^(ii-b) f ^^:*3V^T. X ri-o-Xti-N(-Y -A -R )-^^U X 5.tJ«x fi, N 

1 3 3 2 2 3 
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3 2 

4 

1 12 

*).Qi)^Q R m -A -R xm. Y tmmm'fxh*). a n^^i^ui^-h'o 

12 5232 2 3 

2 

R ;55**i^^^-efe^). A if)W^^^xhVs A i^^^uyxh'o. q t^Y -a -r -e 

1 1 2 113 2 

1 3 

R ;5S7k^M^-cfc»9. A :&s^^'^-efc!?. A dSai^i/y-efc*?. Q :dSY -A -R -e 

1 1 2 113 2 

my-. A ii^^^\yVXh^. Q "h^-Y -A -R Ir^L. Y imR. QOXmA 1)^=^"^ 

2 113 2 13 3 

Wbl4] 

o 

OH 



(III) 



u 

6 

±iz/^ti^y, T)v^)V^. i^rym. -or , -coor . X(*-conr r 

7 7 7 
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8 6 

7 8 

Y -co-. Xii-so -^mu 

3 2 

3 

2 

2 1 

1 3 

6 

[4] ^(111)4^ {;i*3V ^T. A ;5Snif^i/i/^Sr«L. A R ;5S;K^m^ ^r^i" 

2 11 

1 1 . 2 

3 3 2 

R Tl)^:i(.mU^Xm. A i)^mf^^Xh*). a t^^^U^^Xh^. nt^OXh'O. Y 

112 3 

3 2 
1 1 2 3 

3 2 

R ;6S7KmMT-T'fe>9. A i^^m^Xh^. A dS3^^1/:/T'fcl5. n;5SO-C&«9. Y R 

112 3 

3 2 

R t^7\<.mm^xhv. A i^m^^^xh^. A i>=^^uyxh'o. nTi^oxh'o. Y 

1 1 2 3 

^^•a-efcO. A dM^l/^'-efol?. ;6^oR t^2-;^h^i/y:^=^Jl^^t:mUXi-i 

3 2 

R ;6S7K^I^^T*$>?). A mm^^Xh^. A i)^:x^^v:yXim. nmXh'O. Y -h^ 

112 3 
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112 3 

X^A :dW^^Xh^. ;5^oR ^^y'^/vm^muxit 

3 2 
112 3 

3 2 
112 3 

3 2 
112 3 

3 2 
112 3 

X^A tmm-^Xh^. ;5^oR ;d5-Yy>^f"/vS^SL;X« 

3 2 

112 3 

3 2 
112 3 
3 2 

112 3 

3 2 

R ^s^TKiSiSi^-efe'?. A tm^^xh<o. A t^^^uyxm. nt^oxh'Os y r 

112 3 
3 2 

R ;6S;ic^igi^r**)«3. A ;a5^i^-^-efc«5. A m:x.'^u:^m^ ni!)^OXh<0. Y R 

112 3 
3 2 

R ;55*^Jg^^-e^*3^ A ■^^Wf^^Xh'O. A m:^^U>xm. n^>OXh^. Y R 

1 1 2 3 

XfA :d^mW^Xh'0. ;5^oR ;552-^5^7V^'^/VS«L;X{i 

3 2 

R ;6S7K^i®^^-Cfc»). A ;6S^ife-a-efe<9. A t^^r^i-uyxm, nid^OXh*). Y R 

112 3 

3 2 

R /557K^J^i^-Cfc!9> A i)m^^Xm. A -b^^ru^V^xm. nmXhV)^ Y R 

112 3 

3 2 
112 3 
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112 3 

3 2 
112 3 

3 2 

R d5;!K^j[^i^r'fe'9. A ^^m'^^Xh^. A t^=^^ly>Xh*). n:^>2Xh<0. R 

112 6 

3 3 2 

R ;6S7fc^JST-'T?fc9> A i)^^1^^xm. A -h^^^y^^yXim. n1i^2Xm. R 

11 2 6 

3 3 2 

112 6 

3 3 2 

R ii^imn^^xm. a -h^n-^^xm. a t^^'^v^xm. n-h^2xm. r 

112 6 



3 



R t^imm.^i'xm. a t^wi^^xm. a 7t)^=T^'^u^^xm. nt^oxh^^ y r 

112 3 

3 2 

R ;5^7°ntV^S-efef9. A tW^'^Xh'O. A ii^^^U^^Xh'O. ni)^OXh'0. Y 

112 3 

b^A ;5S^J^-a-e$>!9> ;5^oR ;65:/otVl'S^^U;X« 

3 2 

R 7!)^i^^n^^^yjumXh*). A i!)^:^^U>xm. A i)^:^^UlyXh*). nmxh 

1 12 

3 3 2 

R t^^n}i';vmxh<0. A ii'^^^^uyXh'O . A :^^:^^Ul^Xh<0 . nTlt^OXh^. Y 

1 1 2 3 

3 2 
112 3 

3 2 
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^12 6 

3 3 2 

112 6 

3 3 2 

112 6 

3 3 2 

1 12 

3 3 2 

112 3 

112 6 

3 3 2 

112 6 

3 3 2 

112 3 

XJf^AJ)>m'^^xm.:b^<^Ri)^ya,=^;vm^mL;Xit 

1 1 2 6 

3 3 2 

112 6 

3 3 2 
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112 6 

3 3 2 

112 6 

3 3 2 

1 1 2 -3 

3 2 
112 6 

3 3 2 

112 6 

3 3 2 

112 6 

3 3 2 

112 6 

3 3 2 

112 6 

3 3 2 

112 3 

3 2 
112 3 

3 2 - 

R a^Tiamm^Xh^, A f)Wm^Xh^. A ii^;^^lyyXh^. nt^OXh^. Y 

112 3 
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3 2 
112 6 

3 3 2 

112 6 

3 3 2 

[6] Trd^(iv)co>ft:'a-i^. xit^<D^mtLxf^^Ln^m.: 

o 

OH 




(IV) 



u 

6 

^^^^V, TyV:^/VS. ^hnS. v^T/S. -OR , -COOR , X(t-CONR R 

7 7 7 8 

6 

7 8 
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3 2 
3 2 

6 

[8] ^(IV)f (-:J3V R TS^TK^lgi^^^L, A ^a^^J^-^^^-t". ft^^7tB«(0^b 

1 1 

[9] ^(IV)f ^^i3v^T. Y ^s^J^-^^^i". st^:«8|E«©>ft:'a-i^. x\-i^<DmmtL 

3 

^(IV)f }C:}oV^-r. R ;6>7K^Mi^-efe«3. A •^^^^^X^'O. A t^^^^U^^-^m . 

1 1 2 

3 3 2 

112 3 

3 2 
112 3 

3 2 
112 3 

3 2 
112 3 

^^^xm. A i!fi;^^uyxh*). ii^^R i^2. 3. 4, 5, e-^'^^y/i-:tuy:n=:^jv 

3 2 

mt:muxtt 

R -6S7K^l^i^T'fc«?. A i)^S^^^^Xm. A m^U'^Xm. nt^OXh^. Y R 

112 3 

3 2 
112 3 
3 2 

R i!)^:^mm^Xh^. A im^^Xh^^ A iiWu:yXhV. n^OXh^. Y 

112 3 
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3 2 

112 3 

112 3 

3 2 

3 2 

R ^5*^M^-efcl9. A a^m^^T^m, A n^SO-Cfc^. Y R 

112 3 

112 3 

3 2 

R^;657K^®i^-efe«9. A^j^s^M-a^-efei?, A^^^/^u^xm. nt^OVh'O, Y^R 

112 3 

3 2 



o 

OH 



(V) 



. ARxj^Aji^n^tm^imf^^. xiti^mm^mii!)^h6(DT/i-^u>m^m 
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U R ii^hnS, urym. X\t-Y -a -R nmf)^h4(DmWc^^U Y 

5 2 3 2 ' 2 

fi^^^g^, -O-^ -S-. -NR -CONR - -NR CO-. -NR COO-. -NR C 

3 3 3 3 3 

ONR -NR SO Xfi-NR SO NR -^IgL. 

4 3 2 3 2 4 

6 

y^u^-y, T7^^/^S^ ^hnS, iyT7S^ -OR , -COOR . Xf^-CONR R 

7 7 7 8 

6 

7 8 

2 6 

^(V)4'{-*3V^T. R j55;!Kmmi=-?r^L. A 365^Jig-a-^^L. R i^^hn^, -NR 

1 1 5 9 

10 9 9 10 4 11 4 

-COO-. -coNR -sXnso-^muR RxM n^ti^fim^K^^ 

12 2 11 12 

mf)^hm\ttvftm-^h^mLR m-<)R t:mu r h^-y r ^mu y t^o^mv 

5 9 9 4 11 4 

5 

1 .1 2 

ndS0T-fc«9. R t)^-Y -A -R 5r^LY d^-NR CO-T'fcO. R ;&S7K^M^T'fc«3. 

5 2 3 2 2 3 3 

A ds^j^-g-e^)!?. >6^oR i^?i^ji^m^muxn 

3 2 
112 S 

Y -A -R ?r*L. Y ;&s-NR CO-Xh'O. R dS7K^M^^-Cfct)> A 

2 3 2 2 3 3 3 

, i^oR i)H-;^'f-;]^y:n=^/vM^^UXit 
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1 1 2 ^5 

* 1 2 5 

^2~\~^2^^^^ Y^;55-NR CO-T*$)«3. Ri)^:^mm'f'Xh*). Aii^^m^Xh^ 
. i^^Rih-y^^jprn^mUXit 

Rj)^7i^mm^xh<o. Atw^^xm, Am^v^y-Qm. nmxm. r t^- 

t), 1)^'r>Rj)^4-y;V:^viy:r,:=.;V^^^\^;Xyt 

Rt^i\^mw.^xm. A t^m^^xh^. a ii^:^^vvxm. nmxm. r -h^ 

^2 5 

Ri^^imma-xm. Aii^m^^-am. a m^f-v^xh^. nmxhKi. r 
W^2^*^^ Y^^s-NR^coNR --efc!5, Rmmt^y^mmi^xm. Am 

12 5 

^2~\~\^^^^ ^j'^-^^coNR-xh'o. Rj)^yi^mm^xh*). Aji^mm^ 
Rj)^7Kmm^xh<o. Atmrn^xm. At^^t^u^xh^o. nmxh<o. R a^- 

Z3 3 23 

^^m^muxit 

Rj)^:^m^^xhr). A ii^m^^xh*). a -bH^wxm. nmxm. r ifi- 

12 5 

i)^'^Ri)>A.-:^=f-)V'7:i.z^jiV^^W^ ; 
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5 

1 1 2 

5 

1 1 2 

5 

1 1 2 

5 

1 12 

5 

1 12 

OR ;?|S::^hDS^SL;3?.(* 

5 

1 12 

. :6^oR^dS::^ht2S^^L;Xli 

1 12 

5 

I 1 2 5 

Y -A -R Y dS-0--efc«9, A d^oR 

2 3 2 2 3 2 

112 5 

Y -A -R Y ifi'-O-X^m. A tW^-^^^h^s ^^OR ;{^^7'nfcVvS^^L 

2 3 2 2 3 2 

II 2 S 

Y -A -R Y ;iS-0-T'fe?). A d»oR ;6S;e/^;}^y V-4- 

2 3 2 2 3 2 

112 5 

Y'-A -R ^mu Y a^-o-xh^. A i^^i^-B-xm, ^^or 7!)^y^^umt:mu 

2 3 2 2 3 2 
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Y -A -R ^^L. Y t^-O-X^h^. A t^^l^^Xh^, ;6^oR t^^l^^/vm^m 

2 3 2 2 3 2 

112 5 

Y -A "R ^^L. Y ^^-O-xm. A 7i>^^U^^xm. ;6^oR iH-y/l^:t^y=i^ 

2 3 2 2 3 2 

112 6 

Y -A -R ^MU Y i^-O-xm. A ;5»^oR ;5S-:h7^v/y-2- 

2 3 2 2 3 2 

112 S 

Y -A -R Y ;iS-o--t?$)«9, A /6M^W>'-efc«5. >6^oR ;6S2-i5^ni373iri 

2 3 2 2 3 2 

112 5 

Y -A -R Y ;65-0--efct). A i^^^^U^XM. ;6^oR ;aS4-hy7/V;rnp< 

2 3 2 2 3 2 

112 5 

Y -A -R ^^L. Y t>-0-XW. A ;6M^l^^-efe«9. ;5^oR ^2, 3, 4, 5, 6- 

232 2 3 2 

112 5 

Y -A -R Y ;iS-0--Cfet)^ A ;dM9^W>-efc?), JJ^OR ^S4H;-:/f^/W73i 

2 3 2 2 3 2 

112 5 

Y -A -R ^^L. Y ^^-O-X'foO. A ^5p<5^1/^T$>«3. t^^K f)^2-\fya:.=^;V- 

2 3 2 2 3 2 

112 5 

Y -A -R ^^L. Y /6S-0--efe«9. A ;5M5^1/^-efe«9. t^-oR dS4-:^hi3:73:= 

2 3 2 2 3 2 

112 5 

Y -A -R Y A ;6M^l-^T*fc!9. ;&^oR ;&S2, 4— 

2 3 2 2 3 2 
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112 5 
2 3 2 2 3 2 

[16] rm^(yd<D^t^m. x\tt(Dmmtvxn^iM^m.: 
mi] 

o 

OH 



(VI) 



I 

R3 Ys 
R7 



1 2 

u 

2 

Y f^*|^-a'^ Xfi:^/V^}?=/vSiSr^L. Y fl^i^'^. -CO-. -COO-. CONR 

5 6 4 

2 

R mfR f4^nm;!K^M^. T/Wdr;vS, T^V^Jrc^/VS. Ty-/vS. -^xnT 

3 4 

[17] ^(Vl)if ^T. A dS:x^ix>Xtt7'nfcV>'^^1-. W^^16K«<^^b'^i^ 

2 

. x\t^(DmmtLxn^iM?>m. 
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5 6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 
6 3 2 

1 12 5 
6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 
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6 2 3 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

9. Y ;65-co--efc«9. R 7f)^:i^m^l-Xh<0 . ;6>oR 7)W/vS^^L;X(t 

6 3 2 

1 1 2 5 

•3. Y d5-CO--efe«5. R :a5;^c^M^-e$)«?. d^oR ii^y:^:^/i-m%:mux\t 

6 3 2 

1 12 5 

6 3 2 

1 1 ■ 2 5 

Y d5-CO--efc«9> R t^imm^XVO. d^oR :dS4-::ihD-<y>:;?/vS^^L; 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 

1 12 5 

6 3 2 
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